--j ^ w^saT'oil -j / JUL £U09 

88 SB # 

[oooi] *&m±, &*rajyim&mk^^mmtm&*^£&®&4ii*to 
[opo2] &&&mm& (oa> ^>y^^^^p@53£ cra) ^<o^mm.<of&mmhixtr 
[0003] z<n£itmwmtz.x.z>ffi&<nnffl, mamtx.x^^r^v'tm.^mM 

(NSAIDsXIiNSAIDt'b^Po ) ^|»y*-*^©l^*£jE^»&*lefM^ 
Z^fc&VoiWT, DMARD£kW?)fc&ll!£*L-CV^„ — flS^rjfribNSAIDsFiv 

ra, nsaids^jk^^ jkm+tum,. &&\z.Mmtz&X'\zL*;<ntekA,¥tfm 
teB&t&m (#L&m&m j $'&&tofflm &mtf bits. 

[0004] — tT^n^tt, N-T-fe^/WD-^/V^f-^^tD-^U^o^^O-Jf^^ 
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[0005] NSMDsimbirmM*K7»u^m\z.mxvtcMk\.x\^ mrnmimmxibz-* 
mnnxn* mmpm^j k^vu^mtiD^m^^m^kvx km®, v 

(Rpt-x) *m&mk\,xmw K7fr&mtt*<omm$z*xJt.w mwtuMz 
) h&z>i)K mm^tcmmmz.m-r^m^xttn&vx^ibir. *©iwu*«i: 

^tT^t^l : WO99/59603 
4$FF:fci&2 : 4^¥3 - 502704 
WfS»3 : #&B¥9- 188705 

[0007] K««»lcNSAlD8*^^5^*cJ;9NSAlDs^ap «-^tcJ:5«Yb«l*#i:V * 
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[0008] ±15 S »Sr*KU MffiJW© AttfcJ^^*&»jW±L* 

[0009] ^rCO^m, ^ffrt-C^S^S^fe^^^-^-rft^U-CNSAIDs^ 

[0010] rft:fe , bWW^T«>i!M"Cfc*. 

[ooii] (2>^^b^^, ^xo^m^^b^zfctm^sii'te^y^^^ 

[0012] (3) &tftMs£**^ ^v#^^vSSr^U-cv^_h|B (l) Xte (2) IBfjotT/uo 

[0013] (4) a#afef r*tf yv, ^y^Mm s h^y^-r^m, ? fry 

**v*4», *^n7*t^, *V>fr*. y^r/y^y, &Y& a Sis^ T*Ws>, T 
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n^V, 0^/073:^, TfrK/?V7=Z'* • 3 PM&XX7*Zs > tfUdf^A, tV* 

[0014] (5)x-<-i>— KTA^>m:m&& , &VBttxm&&feWtti&ir&'8 
mm***l*:M-te< frt>lo£t_L3TLTV MWfc-frfc-efcS-hfB (1) ~ (4) <Dfafofr 

[0015] (6)^-- # N ***2~i8<w?r§y77i<*>\ gt^^^u-cv^J:v^ 

[0016] (7) fcT/VOV^MS^^SdSSOO^O^S.OOO^OO-C^^Ji^Cl) ~ (6) <Pl^ 

xv^jbia (1) - (7) m ^*iMz. ; m®0>i:T*v>mmm& o 
[0018] o) ^T^u^\c^Tn^mi^m^mm^m^x^\,x\ ^tr^ 

Y-CO-NH-R 1 - (0-R 2 )n (l) 

y- co - i-xtT^nymom^-nmmmm^u r*\-zz- co -x^^> 

$&fr&l$<K -HN-R 1 -(0-)n}*n<S<^tK»^v'/l'S : |-fi'^--5H N-R*-(0 

t*> a v ^m^c2~ 1 2ow.m*>z>\ ^^^-r^mitAmm^u -co- n 
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[0019] do) frxr^Y&mkmkSmK TIE*: (2) xmznz<k&%)XhZ>±& (9) 

[0020] Wfcl] 

^V^COOH 



[0021] R 3 «®^T/l^/V*^UHS^7'>'i'3^->^®^^S^$^5jl^^X te^mm 

[0023] (12) _hi5^:(i) fc*s*t«R 1 ^ S^s^urv^-cbiv^^u^, mj^tv^x 

x^utri^^s-efe^ jlib o) ~ (i i) <o\ ^frMz.tmv>K7si>ui/mmmft D 

[0024] (13) tT^n^ggt, x^-V-m&ttfc&fc&lk&BUfcttZti^ ;£U<tt\ ^ 

^^-rsxe^tp^fe^^x^b^s, ±ia (i) - (i2) m ^-rivt)>\am. 




(2) 
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[0025] d4) ^M^r/^^m^^im^^immzmm^x^^^^ 
o.45 At m, m^n^)^i^m^mL&,±mm^mx-h^t^!im.tt^ -tiaa) 

~ (1 3) 0?V ^tL*^c^<^tr/Vn^^^^ 

[0026] (is) ±^T^n^mm^im^%^7kmmmmmvx^Mmm^K 

0.22 Mm, ffi@25nuii)^l^lS^2mL^±®^^^r'fc§CtSr#mi:-fS, -h^(l) 

- (13) (dv N-r ^\z.^M.<oMT?^u^^mmw. 
[0027] (i 6) _hia (i ) ~~ (i 5) m ^hfrizmmvKTfru^mm&m^&mmzMMv 

[0028] (17) 7k&mmK v i^mw£M-&m*. '±m&m&Rxfimtm7kfrbmiRzti 
tttimftx-hz^n ( 1 6) &&<o *Tfr*ismnmimm 0 

[0029] (1 8)JSiS^c0^fc±1E (1 7) la^OtT V^^^?^ 

[0030] (19)JilB(l)~(15)OV>i a H*^-fe^tT/^V^^^W^^i:bT-^ 

[0031] (2o)Kfii5^gsij, fo&mmc\±tmmx&z>, ±m(i9)t5.mv>m#L 
[0032] (2immn&^mx>h%s±'&(i9)x&(2o)w.m<z>mMo 
[0033] ^mffi&^mo&Amx&Zs ±.m(.2Dtim<Dmm 0 

[0034] (23)TOfe^^&A^fcS, ±|E(21)XJ*(22)|B^om^i 0 

[0035] (24) iiia a) - (i 5) <o\ ^n^^m l <D\tT^u^m$m^m^^thx^ 

[0036] (25)_b|B(l6)~(18)(0VN-r^MrfB®OtT/VD>^^^?K^ % ^^Sr 

[0037] (26) ^S^fc^** _hfg (19) ~ (24) cr>V >-f Hd^-lS^O^J-CfoS , ±f2 (2 
5)f£^^^K 

[0038] (27)J^|B(l)~(15)OV^HdM^^tT/Va^^^^«}^|f^$tb 
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[0039] (28) ±^x^^^umm^^-^-m^m^mti>>^w^L 

[0040] (29)±frftX'^£fr?Zmi*G't-Z*-*~--?~ *K VT%/T>v*>^. 
*;VYJV=-;Vttdirr$.m<D%imX'th%. _tlB(28) tZ.t&mvffiWfco 

[0041] {30) ±ftftx*&mfr5zn®.ZG'r ^m^—f—i^^ 
&±<D&&mt^*^\^%it^®<ommx'ih^ _hia (28) x\t (29) 

[0042] {3i)tfi9km4t&%ii)K w^n. r^ey^ *7*-*-ab*, Yj\s-7*-rj>m, 7*7 

^n7*t^, *JJ>^ -iVK^fV, Tt&i&s 7 

P*y^B7»y, 7/VS^n7xy, -^vVK/d^V, A % tV3- 

<P^gt*fc5> _hfE (28) ~ (30) tf>V ^ift^l-iB^Oa&^fo 
[0043] (32) «^/Hlg**fcttT5K»'©'t?«>5, -hfE (28) ~ (3 1) <Z>V vf 

[0044] (33)TBB^(3)-e^^tb5J^fB(32)|B^«0^^o 
H N— R 1 — (0-R*)n (3) 

2 

R 2 liZ-CO-T*^$HS^XO^Ktt^^h^^SX^*m^^^b( 
SSr^5H N-R 1 -(OH)n-e^$^^— ft^^^-^HBIS** 

2 

**a6&?5*U -o-co- i^^-f---fb'&^>6 J ^"i-S7KM^#^7 : -a'i'K^ 
[0045] (34) \:7^n^t^f<—^—^^mt^ti:m.^^i!>\ mv<\*. 
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[0046] (35) )cT/^^t^-^-^^mt^t<^^±mo. =gb<8\ 

[0047] 

&>t, ^mm^2thn^ mm^^mmmt^mm^m^^x. # 
^mmnthmo. ttibmm^^^tvx^^mmisxr, # 

i3z.Mmfrmz&<mffi-tz>iz#>, m&fc&m&^i&temtmkvxmRixz 

a 

[0048] [|lii]7^^7^^^^iS^x/v{-^i-^3«^=-r^^i"®'cfc?)= 
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cm^m %mmmM&&^irMz.tti-z>m^ (ds) ogftsr %rfw*/ - 

AtT^Vn^ (65kDa) *f~hV$^ *JT%S7*'^-*S#v7^1-?W?^T>Ws&. 
^nVg^3g{fctf>flM8 (in vitro) $r^i-|g| 

[!H9(b)]COX-2fC*J^-5fcT/H3>^-hy^A^J> &£Tfii?*v'7=.'}-*m-A.tTA' 
ni^mnW<T>Wm (in vitro) Sr^BTfc*. 

[Elio(a)]7y hT^^Mffll* (aia) ^fvM^l-STi^^K^s^ttS 
VmQm7yVr*?=L/*>YVm&. (AIA) ^^Ic^STS^^K^SMIcfe 

[0049] »T»«M**Wro|llfe<O3l5ttlcJ;0Smi-5 o 

^*3WC|i, mkm&®b\*., ^^^^^^^^(NSAlDX^NSAIDs) 

Rxm&mm&ivcr^fc&tis (dmard) t^m^t^. 
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[0050] *&w®&imE*TnJYmK&mt&mm^m^xte&i,x\ ^tr^n 

HA-SP-NSA1D (4) 

[0051] *fc % *|§^W2fi^S^^y!>^^fc^^*^^^X^^UTV^fc 

HA-SP-DMARD (5) 
(HAtSfcT/Vn^PtSr, SPtt^-IJ— DMARDtt^S^tt^ty^^ 

[0052] #|§PJ3<|!&1f te, 7K^S£{c^ BT|g-Cfo«9, ^^^c^tt^-r5^?ST*^ 

0 

^j^s^tp**^ ^&#&icsfcu &ftm-te&.ftm7k, v i^mffi*m<& 

[0054] tT^V»©MsFA&^-att4»Kl|S**ix<CV^, 10,000~5,000 F OOO^J^ 
£*u£>* #mXJi500,000~3,000,000 N «#*L<ttM*£ii&^fcU-c;i§V*fe*L 
XV ^$?'5600,000~1, 500,000 ^5<tTJ ? l,500,000~3,000,000i65^l'^ ? ^)iv?> o 

[0055] ft*3 % «W|CMV^foJ^5tr^n>1Sfct^^J*UTV^*V^J|»U^jB•^ft 
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t^a7xt^, yyv??^ y^-fy^, -f^vy, n^i^ x tv?*-*- 

■fx^y^y, >r\rfxiyx.i/, -j-fv^y, zf? szfw \ y^szfvy^i'. j-rzt 
uy^m, ttV-y°T2i?> s ti^yy^ny^, T^syvy^, f^Vyny^ 

[0057] ^^Jcig^$^$NSA]Dstb-C^, ^^b^ig^fC^/V^^US, zkS&£ 
[0058] Hk2] 




(6) 
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[0059] Dffc3] 




[0060] R'ji^T/l^^SAW^T^^^^^^^tbaEife^^^^^ 

[0061] R 3 f£, R 3 dS^UTV ^^^^^^V^T^/v^^^^S^l^, 

[0062] *36Wti*5ttSt>5 — wfc&mik&W-VhZDMARDtt, ttKr^mtX* 
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[0063] *&mz&tfZm&m<t&&kVXU, Jbi$Klfc8/10NSAID^DMARDas<fc 

[0064] wia^sF^e^^^^-D— rats £&rtT?^£;h£5^£^i-s;^-^ 

9®]$^;ft^NSAIDs;mDMARD^;fi£^;ixtf^ 
[0065] 1?— -fb^CO'i'tl?^«:v tTA**>t&3i XfNSAJDsXteDMARDk<Dl& 

<D^^^>^m\^TXh'^xmxx'^r^m^mir^^-^-^mtm 

[0066] NSAIDsX^DMARD^^i-^^—f-— 'fb-g-feO'rBgSfe, NSAIDsX 

NSAIDs3U3:DMARDtf>$&£\ ^^^SSr^"^^— 9"— Ik&VO&mfo-t 
tL&^T-Jls&^Z. V) ^Xt, *^^v'/VS%^U-CV^NSAIDs^^DMARD 

(om^.Mk^^^^-^~^m^m^^\^^/^^^m^x 



[0067] ^(DW&fe, ±^X-<D^^\^^^m.^XNSMDsX\^DM/KRDt^T/^ 

£fc. (2lNSAIDsX«DMARDt^i-5rtbb'g'Hg^2® £t-h*"UtV ^ 

[0069] #flfi*^— if— <ftsMfirSKUft^d>, lo<D^- If— K&j&^NSAIDsXtt 
DMARD$:|Rl^{^'a-r^^^Br|gi:^^ 0 lot, NSAIDsX^DMARD^Ai- 

[0070] Z.<D&m*-*—y— 4k&m&m s 5*V-y^ fcT/Wai^»©«*tttC*W** 
/V^^S J ^7K^®^#<S:ei^J^(-li-^^ J fr'5-i:^< > * 9#<^NSAIDs^ 
^MARO^^A^-k^ffi^S^, #<©NSAlDs32:(*DMARD^A^tL-CV >S 
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[0071] *mwmw<D&&jjm$. ±^(omwm^(o^mmnt>m^itvs>^mvh 

[0072] ^WftHl^-frriC^ife©— WiUTtt, dfctt^T^&fc^S^Wi-S*^ 
— y— ife^UTtT/unHBf I^NSAIDsS: i» A"t5^A^£:^ 7VKfrJJ 4QA&fT>> 

[0073] Jiia^A^^c9S^^«rT^u*yt*^i-sr^y^3gf4 s BtiSttasT^y 

*#f±7.2~ 11 % *f^U<«:7.5— l0^j^^t!^5 o 

[0074] T/^y^so^a^p B n±. tr^oi««Hs^<bKiKW«r3itfs*»tntf» 

[0075] k7;H2^i:^- f"— St^NSAlD5X^DMARD^3S£Ai-<5^-fe^, fcT 
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AUfcffc IE* If- ttfrNSAIDsXttl**'*— If— jS-frDMARDtrtT^nV 

[0076] NSATOsXteDMARD, tT/V»^8£2fctf*^~ ^— ^*^Jh4frfrS**#8tf4 

[0077] &*5> fcTWn^SgiU 9— jg-g-NSAlDsXte*^—^— M^DMARD, 

^^i%«, r<^J:5^#Sr^i-^5*tU-C, #J*tf**gtfe*7^:#^ 
>f 5K3K09*.f£, l -;*fvw-3-(3-i ?*?-AS7K S^rtM -%Mfr>M%YWk 

(HOSu) ^N-fcKa^'^/MJTyWu (HOBt) <gfc^^iI^fc±S3fl3»&jW 

[0078] • ^^^©f^feft5tr^tiV^^(7>NSAlDsXliDMARD(^WA^ias #3193483 
i^-^DMARD^AM ; Sr^x: ; 5-tCJ;«?fBS^rtg-efo5o fc*5, sgA^ttx ®* 
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[0079] #»8UIE*5V ^Xte. ^^^^tt^^O-Br^^^fcjT^jfc^ff, NSAlDs 

fc90.1~80^V%aW*lX, 5S0^^%^Xm-^\ #3§lH3#>g£|gJ|£ 
S©#3»J*$N:LT;B V SgB^ttSNSAlDsX «:DMARD^*r3b&£<fe5 

[0080] ±iz&0>JiS^ KT/l'U>m<D#sl>78*cWmzx<<~- Jfe-e-NSAIDsXtt^-^*- 
S^DMARDri^ASHS tf/t^^i^SraTSK^fcSV >ti^f/^ 

a*ttS:J;9l6»Ufc**, #<ONSAIDs:mDMARD(^Atf s ^fc£$o 011 

•?igA£;fafc^ s NSAlDs^#A^«3^O60%t V 
[0081] 3EJ£3feSfi®«C, ^Wfctt©*lS#»<D^£LTWfc*L5» 

^Atr^ov^^^^5^<^^A^mi^T^y^a^ft5^&^ffi 
tt^^^m^^-^Wk^osm^^J^^A^'fe^^fo^^^-^i-s^ 

[0082] .hii&^ift^^^i-st, Mrftmtt&mvogwiimtemi&bvxTm 

Y-CO-NH-R 1 - (0-R z )n (1) 

y- co - tetr;i>B^<Dffif&~mmzimmz7r:L, k 2 \±z-co-x^m 
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-R'-CO-M^niBOtKn^^S^-r-SH N-R 1 - (OH)n-C^$tt5^ 

2 

mt<T>TK K#£*wU - O - CO - ffc-fr* Wri"**»« tNSAID 

[0083] R 1 f-*3tt5©&&£L-Ctt\ TA^S* r/l^=/U3fi, TV— T/i'a*^ 
T;va**>vv£, r'>A^fc*5tts«jMfctt:i~ii^aFSb<, l~4#JEfc#*L< 

[0084] fcfc, _hia^:(l) |£j;<5£ % Y-COOH\±&fcffi<DtT/^^ffim-$gmVL-'^ 
[0085] R'HN-R^COHJn + HOOC-Z -» (cn;*7vW£fifc) 

-» (Bfcfl^) -» h n-r'-co-rV 

2 

H £ N-R l -(0-R% + Y-COOH — 
Y-CO-NH-R'-CO-R 2 )!! 

[0086] R 7 i*7$ys«s^u fiiflHSfcUTtt, 7$ya6©»«a£fcu-canr«e>n 



&%i^mz.?r px^^ov >-cw:4n»u-cv ^„ 

D 

[0089] HfcA] 




(7) 

[0090] R 8 tt®^T^/^&^^T^^>^*^^$ixS^^^^0 
[0091] Jr|S5C(7)T^^5{k^O«l«j/ t C^!li:UrH:, TfH^(8)&tf (9)T^£n 
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[0092] [i^ 




(9) 

[0095] Mfc7] 




(10) 



[0097] ±i5x^(l) W$ix5tr/Wi=V»«Ji8^¥^«r^W» W»«^v%5ifc 
dSm^tT/Wcr^tb-Cti, M^$#^l:50,000~3,000,000£^5fc7VM3 

i^W^ix > msTO^ ,: f-l:50 > ooo~2 r ooo,ooo$:^i-5tr^o>^*s £ 

[0098] ±a^(l)^$ti^tT^o^^-]^^5r^i-S3js:|8^^g{-*5lt$ 
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[0099] *&w®nv>*L*izt&&kh,x, *&mmm>*&nmzm&~*iifc?hz>, ^ 
*) s MTkmwre&z&imtftb^ *mmysi£\z*iimm&mirt-z>t. torn**! 

mo%&>±xh^x*>mM*smxhz 9 *z>&, *&wvomz*immzmm& 
izimn&^te*mmtx'h'9, jlo, m&?^*-viztL.xmT&m:GL.x^ 

[0100] La>U *#5BH4Mtft> J:3*Oi|»c«5i3^i»ca3V ^T7VW*Bffl*ff9r. 

[0101] WAtel&tm, «M*»1.0*»%T?*1«^Jc«*bTm»ttSm3i«. 
0.45 M nu tt^25nim) 4rl^Wtc2mLJU idgiS RTflfrriMSifa^^U \ 

[0102] mft<Dm\z&mw®>n*£.mv$%W}®). ^i^tww*u^) isMi- ssswi: 
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[oio3] *&wmffltK. *mwm^x~tb%KTw^mmifr*^i%ftk\y<:tttt 
^m^mhmh^^m^k^k^mx^^^mm^mm®^ 

[0104] ±mz>mz.*mwmm*. ^w-mmzxmm, mm^mx^ B 

0.22m ra<D7j>v?-^mtStt^b\zX.VUm^%Z-k^mkteZ>. ££>l^ #2§ 

[0105] a &*mm^mm&jfmimzLxm v pr«ST*> 

5 0 &mn&^&£&mm&-£}-\~m\<^mmbi>xiz, ±^^mw^yi<.im 

&5-&n?^k\zx.r), mitmmx'&wiitm&mmtzzb&m&z. 
[0106] m^^^mcm^xm^^ih^wmm^^m^x\^mM^mi-^ 
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[0107] *&mmw<o*t&£m, &^^hnmzmi££tiz>h<Dx\zmi< w> mmm<o 

->*xi*(Drug Delivery System) ffrB£^5fcttT**!K, M^<0^g(C^3V>T, 

[0108] ^HfeB*N<9&4-fttt> «#A~K t»Wtt, ttffi a «J, 

tft£\ tT/vn^fl^tLT. flgAlAllHj^^lniE-l.OOOnige^, ff*U<» 
Smg—SOOraggg, *9#*U<^mg~100mg^a*W6>*V5, L«»U *J893* 

[0109] ^infeiM^iMteiNi p ^^>w^Wimt^t^w»\cm& 
t»T?*»w»3^»*t<» mm* Mm®, raft, nmmi^* 
>„ m^jmrnmrnm (oa) atw^^ttttHasis (ra) 
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[0110] jSJ v ^W^trBBWffioAaflBWiUTffiV^ISlr*, 1i&«B?W£§§gp^>&A ( 

3.0SS%#*mX > O.5~1.5mm%^«90 \. 
[0111] ^W3S^(^St>S*LV>l-?©^fiSi:U-CW:eiT<7>SlJ5fe^Jfe>ix5 0 
NSAID: .ME5C(2)"?9Sft&fc4Nfe 

^— fttntMtt: TS/T/l'+A'T/te— /UNSAID t«fvH»*, fcT 

tT^n^C5^f-ft; Mfi^^SSOO.OOO— 3,000,000 
NSAIDO^A^: tT^a>KI2|(fl|Mfti!i fc<35~50^V% 
S&XU^gfc: 0.3~3.0M%«ieoy>lKW»MWft4fc*»» 

[0112] JEfc, NSAID^LTf*> JL^(7)^&h^&«aU:»J#*L<, Jbf5^(8)^ 

^A^LTf*, fcT/Wc^^^^^t)l0~50^%^i:0^L.V \ 
•git, 5Mmfc5VMi0.45Atm©^/V^— aSSiflSTSTtB^fc!?, 0.22jura^7 

[0113] *as©3«ft«T?^&*LS*!iK;, ?mmmw\*Mwi£<ot!k&Ms mzmmti&m 

[0114] — ^^^iff-e^NSAIDs^^^tClT^AL^NSAIDs^AtT/Wo^ 
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SAWKrtfc«*0, ffiRhZWZmfflm* KJM&*h,fc«, NSAiDs#t7Vv 

o^gtzymmu ftm-tzmmzir&o immmm<D&-$-~?iz* nsaids 

[0115] kT^c^t^-^—fb^Ji^-a-^NSAIDsi^ 

[0116] ftis, «»©5Bft«-m, tT;vui^k*^-V-ik&!tob*TKVm&X'%i<et\, 
[0117] NSAIDs(c:J;S0Bgii3ffi i^^m^fm^m^ mW®l&?l<Oi/fn**isJ? 

•r—^ (cox) mmmmz*z7ux*?7>v>omfttomtm&kte^x\< 

rt**Uk;?VCV >5 0 C0X-2Pa#^<D^4l5O^(^ia^^'^-efe^Chemihiminescent 
COX Inhibitor Screening Assay Kit(.C*yman%tM)%R^X*5£l!HVoW<n¥W&$:?T 
-ofc„ NSAiDs^ff^pj^,^cOX-2RaW^^Ufet£^t 
NSAIDs&^X^flCg^SKlS ^i-SSONSAIDs^^-i-^^^^^l 
SlwfeV>Tfc,*^BJ#»®l^}*COX-2|^#f^ffl(i|^$tU^^Co 
[0118] i<Din vhroW8WCJ:0» ^^^#^tldSgg#-rS^ft:|^^T-W^®KC 
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DMARD<DM%>&m~>XTJ* (DDS) mt£VTb&mX~jbZ 0 *|g^ONSAlDs^« 

[0120] ut. *&w*m&m\z&)M;frmKtm-tz >Q l^u*^ MzMitmo 
sit, wizmyvK^m*), &T<&mfawxw>m®ffi&M&iMfr{PBs)k\,x 

, 5mM(^PBS^VN^ 0 
[0121] <!&Sfc0!l> ^/W^-"iffii§tfef^ 

i.Qm&%X'&fo®m%mmi,izpBs*mm\jt 9 24 < c&#t, 5.okg/cm 3 o*pjE 

Tl?0.45^m#7LS7-Y^— G£^25ram) 

v^^rcj-c^i-p 
[0122] <aUBHV> 

(##^|l)t-^'HE-v'^^Aj?^V-T$y^ , 'nyV~/V'(Boc-NH(CH ) OH) (Boc-7 

2 3 

TKS?K'</— /M.542g (20.5mmol) SrS^nn^j/iOroLKftfllU zk&T^-t 
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(Boc O) 

2 

4.484g (20.5mmoO/^t7°^>^SlOmL^^>o<!9i5TUfe, tt&U&W&M. 

(TLC) ^ot^v&M£©*UU ^fiy£S:l$Kii*TU fcg 

3.92gT^;Hfc^£^fco flfitft* 'H-NMR 

(CDCl s ) ^tl^flt, 

[0123] l H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.46 (9H, s, Boc), 1.66 

s 

<2H, quant, -NHCHpiCHO-), 3.27 (3H, 

id, -MH£H CH CH O-), 3.66 (2H, m, -NHCH CH CH O), 

2 2 2 2 2 2 

4.91 (1H, br, CH ^QHI 

[0124] (mmmi) T^^n^-^-^-h-^u^^^mm&^m 

Boc-TS^c^V— A-2.371g (13.5mmol) t^h-7 B u7ai>3.441g (13.5mmol) 

(DMAP) 323rog (2.6mm 0 l)x *»tfc»^^tK«filSWft (WSCI-HC1) 2.833g 
(U.SnimoO/^nn^^^l^TiL^lsl^ia^fc MtdMU -g^t^U^ 5? 

(lfc^98%) flKfttt'H-NMR (CDC1 ) lut^ltL^ 

3 

[0125] 'H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.43 (9H, s, Boc), 1.54 

S 

(3H, d, -OCOCHCCty-), 1.77 (2H, quant, -NHCH^fc^C^O-), 
3.09 (2H, m, -NHCH CH CH O-), 3.82 (1H, 

2 2 2 

q, -OCOCH(CH H, 4.15 (2H, m, -NHCH CH CH O-), 

— 3 2 2 2 

4.69 (1H, br, -£MCH 2 -), 7.42-7.83 (9H, m, Aromatic H) 
[0126] 2) 7^;7u/*-;~>V-frY7v7^l^£8®&<D&J& 

JilE-C^fdBoc-TSyT'ciyV— ^^O7^5.330g (l2.95mmol) ^?jc?^T 
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(CDCO fCTP^L-fc, 
[0127] 'H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.50 (5H, d, -OCOCH(CH )-), 
2.08 (2H, m, -NHCH^CH.0-), 3.04 (2H, 
br, -NHCH CH CH O), 3.82 (1H, q, -OCO£H(CH H, 
4.16 (2H, m, -NHCH CH CH 0-), 7.36-7.80 

2 2 2 

(9H, m, Aromatic H), 8.20 (br, h^fCH-) 
[0128] (*i£0iJ2) T%yyxjy<y^U-^h^7^mA^T/^^m-^hV^<0^ 
mm^^M90^<DhT^u^m-rhV^200ms (O.5mraol/:L$*1SM£) fc* 
22.5mL/^=¥^V22.5mL^^^c^ » 2MtKo^>CJ*<^?K 
(HOSu) 7k*&$£0.25mU ImoJ/L WSCI-HCl7k«0.25mL x HJfe^Jl-e^^tbfc 
0.5MT5/^n/V-^-^h^a7^>^^^K^0.5mLt:llfi^AP^ % — 

^|d50%gtM86M L%ADXL*?D^, ^^hy^800rag^D^^Ufc„ 
/^200mL»r»nx.tt^$^s tfc©^Sr80%^/— /V"C2IIk /W^Ek i?^? 

su^—Tsi'^mmfrU &WifcX—mM&&mUz, 198mg?>&&!S#:£r#fc 0 
HPLC^^^^T3^^V^^A^«15.5%fc*ofc„#&H^^^lSl.0SIS% 

^-iftiStt^f* rAj -cfco^o 

[0129] (Hi£0ij3) T^/^oy V— ^-^h^n^^^^TJ^^m-rhV <?^<0&f& 

SmTO^figO^^kT^o^^OOmg (l.Omraol/"^^^:) £r7K45raL/^ 
tt J 9->45mL{zMM£tt&, HOSu 1.66mmol/7klmL y WSCI-HCI 
0.83inmol/*lmL,^^Jl^tfe^T$yrnxV— /U-^h^n^*^^ 
0.83mmol/7K4mL*m^*P^, -g#«i$Ufc„ R^K&^rKllf^H^ 
300mg/zlamUjD7U 3^10^^^, R^|^^86ML^nxL*?P^, £4b 
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[0130] (^^jT^y^n/V— /V— ^n=^-fe>^|i^ff?^ 
1) Boc-TSy'T'ny V— /U— tT'n^-fe^O-g-fig; 

Boc-TSy^n/V— /V350mg (2mmol) t^-^ P t3^-fe>'462g (2romol)(fP)t^^X 
S1*^*±§H)^^^^2mL^ft?U *?rr?DMAP 
48mg (0.4nimo0% WSCI-HC1 422g <2.2mmod/V?uu^>-2TDL&m&Mx3z<> ^ 

(HX^93%) <D&&1&&T?mfZ 9 mm&H-NMR (CDCl ) itXlR&Ut. 

3 

[0131] l H-NMR (500MHz, CDCl ) 5 (ppm) = 1.42 (9H, s, Boc), 1.58 

3 

(3H, d, -0C0CH(Cii ,H, 1-75 (2H, quant, -NHCH^CH^O-). 
3.07 (2H, ro, -NHCJ^CH^O-), 3.85 (1H, 
q. -OCOC±l(CH s )-), 3.91 (3H, s, -OCfc^), 4.13 
(2H, m, -NHCH CH CM 0-), 4.63 (1H, br, 

2 2 2 

-NHCH -), 7.09-7.75 (6H, m, Aromatic H) 
[0132] 2) T%S?vl/*J— As— tZftt^smm&fD&lS. 

_hf5-e^fcBoc~r?y , 7'ci^V— /U— ^-7°e= 3 rir^684mg (1.76mmol) ^nn^ 
^>lmL^(^^T-C4M^/BlP^^2mL^n^, *?frT-(?202flk MM 
-ClH#|1J}&#Ufcp Boc-7^/:Aa'V— yW-^u^-t^Ot^^TLC^-Ojl^L 

i&ff ^SftJl-JlXSSe^g-CWc,, ^ittt'H-NMR 
(CDCl ) ^TIrJ^Uc, 

3 

[0133] 'H-NMR (500MHz, CDCl + CD OD) 5 (ppm) = 1.57 

3 3 
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(3H, d, -OCOCHCQH^)-), 2.02 (2H, quant, -NHCH^fc^Cr^O-). 
2.88 (2H, m, -NHQ^ChK^O-), 3.87 (lH, 
q, HDCOCH(CH s )-), 3.90 (3H, s, -OQh), 4.17 
(2H, m, -NHCH CHCHO-), 7.08-7.73 (6H, 
m, Aromatic H), 8.10 (br, 
[0134] (mMm5) T$S?u;</—,l'-i-zfB*±Zsm^KTsl'U>&1-h))VJ*<D'£-& l 
m.MLSF%)ft*m9073<DtT/^ti^mrrhV^l00mg (0.25mmol/ 
11.5inl^*^^^1.5inL»EjS^RF*fc*. HOSu 

(0.2mmol)/7k0.1raL, WSCI-HC1 (O.lramoD/TKO.lmL, mfam4^b*Vfc.T^S7 

(0.1jnn)ol)/7K0.3mLSrJ^?W!jnx, — g&&WUt B S0^K5%^zKl}f'?-hy*A 
7K»1.5mLiPx, 3^^35^^Ufc 0 K^^50%^43m Ut#PX.4"*0&s 4£ 
^YVV&SWmz&mZMW Ufc. /W50mL%;&D;tft£g5:£^ ft^$>£80% 

IRiftUfc. 95mgC0fcfe@fls£#fco HPLCt-«te^n^-fe-vw^[A^W:i3.1%fco 
fc. #fctvfc^®*igSl.OSS%t^SJ:p(-PBSJc^U N »««rf^»Ufc. £1* 

[0135] (fUS0il6) T^/'T'c^ V— ^t/^ctV&Bfc&CD-fr/fc 
1) Boc-T^/^Dy-?^— /U-^^n^aiX^-a-^ 
Boc-TSyp^V— /V352rag (2mmoI) M^»7*>-4l2g (2ramol) (fB^lg 

48mg (0.4mmol), WSCI-HC1 423g (2.2mmo\)/V?nu*?l^mL%mWM7Ut« ^ 

?r}cmu -s*»i*ufc*, BHfc^A***., 5%^^>^-e2iii > tK, 5%a# 

(lfc^91%) -C^fc. ^itti'H-NMR (CDC1 ) CTlBJ^Lfc. 
[0136] 'H-NMR (500MHz, CDC^) 5 (ppra) = 0.88 (6H, d, -CH(CH y. 

1.44 (9H, s, Boc), 1.49 (3H, d, -OCOCH(£H )-), 1.75 (2H, m, 

a 
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-NHCH CH CH O-), 1.85 (1H, m, -CH CH(CH ) ), 

2 2 2 2 8 2 

2.45 (2H, d, -£H CH(CH) ). 3.05 (2H, 

2 3 2 

m, -NHCH CH 2 CH ? 0-), 3.69 (1H, q, -OCOQKCHW, 
4.13 (2H, t, -NHCH CH £HO-), 4.63 (1H, 
br, -NHCH -), 7.07-7.21 (4H, m, Aromatic H) 

2 

[0137] 2) T^/zfvs<y~;v--s(~7~7vy^i&MM.<D-£& 

_kiET-#fcBoc-T$/:/Ei/V— jV-<i-7-7xX7xZ/V3&mz (1.75mmo0 

L^iS$>f?£»fcfl:406jng 

(77%) T'Wfco IfSittt'H-NMR (CDCO i^TN^tt, 
[0138] J H-NMR (500MHz, CDCO 5 (ppm) = 0.89 (6H, d, -CHiQi^), 

I. 47 (3H, d, -OCOCH(CH a )-), 1.83 (1H, m, -CH 2 CH(CH )X 
2.08 (2H, quant, -NHCH £H CH 0-), 

2 2 2 

2.44(2H, d, -£H CH(CH ) ), 3.01 (2H, t, 

2 3 2 

-NHCH CH CH O-), 3.71 (1H, q, -OCOCM(CH )-), 

——2 2 2 a 

4.11-4.27 (2H, m, -NHCHCH^O-), 

7.06-7.20 (4H, m, Aromatic H), 8.25 (br, H TfCH -) 

[0139] imumi) 

MM¥-Qft^M9075<Ot7sl'U>'&1-hy i }J*l00mB (0.25mmol/^^Wi) 

II. 5mL/i^i-^^11.5mL{^^-&fc^, HOSu 

(0.2mraol)/7K0.1mLs WSCI-HC1 (O.lmrooO/TKO.lroU M1&WX*®biVtc.T$S7' 

(0.1nnnol)//7K0.3mL$r|l|g»X., -S^mWVt.. K0fKC5%^^7k^hy»A 
7K^1.5mL^^., 3^ra35^#tfcc S^?^|C50%glP^43 n UrflO*.*?^ 
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H^Ufc, gSmg^B-fegflP^fc,, HPLC{c«l:5^7 B n7^ro^A^f*16.4% 

[0140] (m!8) TXTfW — 7^Ut!^/n^»VttfflWft©'fr/a 
1) Boc— T%S?w V—A— 7A'AX?7Ti'7x>'<r>&&. 
Boc-TSy^tt/V— /V352mg (2mmol) t7/WVtT7'o7*>'489g (2mmol) (ft* 

48mg (0.4mmo)X WSC1-HC1 423g G^nrnioO/^oo^^nuL^^P^fco £ 

s&kmu — a£«#ufc*, mm^T^m^ s%*=&wnm* *> 5%mw 

(lDt^94%) ^itfi'H-NMR (CDCO l£Tfll5£Vfc. 

[0141] 'H-NMR (500MHz, CDCI ) 8 (ppm) = 1.26 (9H, s, Boc), 1.54 

3 

(3H, d, -OCOCHCCH^)-), 1.80 (2H, quant, -NHCH^CH^CH^O-), 
3.13 (2H, m, -NHCH CH CH O-), 3.76 (1H, 

2 2 2 

a, -OCOCH(CH H, 4.15 (2H, m, -NHCH CH CH O-), 

' 3 2 2 2 

4.66 (1H, br, -NJiCH^-), 7.10-7.55 (9H, m, Aromatic H) 
[0142] 2) TS/^n/V— A>-y fV)V)£7*y^m®M<D'&l& 

±tZ^^1tBoc-7^S7'tis<S~/u--7/W\'t?-7v7^>720mg (1.79mraol) fcS?* 

(94%) Tf^fc, ^jgfS'H-NMR (CDCO KTBUtlrfe. 
[0143] 'H-NMR (500MHz, CDCO 5 (ppm) = 1.51 (3H, d, -OCOCH(Qi)-), 
2.10 (2H, quant, -NHCH CH CH 0-), 3.05 

2 2 2 

(2H, t, -NH£H 2 CH 2 CH O-), 3.76 (1H, q, 
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-OCOCHCCH )-), 4.13-4.29 (2H. m, -NHCH CH CH O-), 

3 Z 2 2 

7.07-7.53 (9H, in, Aromatic H), 8.27 (br, H IsfcH^) 
[0144] (0US0ij9) TSy^nvV— /I — ^/WH^o^^^AtT/VDV^hy^A©-^ 
J* 

M^^^O^OfcT^n^gg^hy^ioOmg (0.25mmol/-iSi^) 
11.5mL / /^^1f>'11.5inLfC^^*fc^, HOSu 

(0.2mjnol)/2K0.1raL > WSCI-HC1 (O.lromoO/zl'CO.linU _hiS^^j8-C#e)^fcT 
(0.1mmol)/7k0.3raLS:Ill^WtlD^, -&#8S#Ut„ 

TK^l.SmL^riJP^, 3B#Fd335#&#U^ KJ&ij£^50%g^43 \i\&M7V*?Htfk, 
2i.i%rt:ofc. #bH^^«riggi.0SS%^SJ:5^PBS^A?L > ^«r« 

C0145] (nis^jio) r^yzf^j-?v-T^jv^v^^mmm.(o^m 

. 1) Boc - TX/lfv^;—)^ - T-t^^V 

Boc-T^/^n/V— (2.11mmol), TirfVl^fVt^ (2.11mraol)(fa?t3|f£^ 
I*t*3££ftfc8l) , DMAP (0.42nunol) ^no^^y-^fy 
(2:1, 6ml) t£$g$¥U WWSa-Ha (2.35ramol) ^iP^.fco SfljcRU — & 

(298.0mg, H2^48%) £#fc„ JfS^tt'H-NMR 
(CDC1 ) KrtPHJELfc. 
[0146] 'H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.44 (9H, s, Boc), 
1.90-1.96 (2H, m, BocHNCH CH CH O-), 
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2.35 (3H, s, -CO£H), 3.24-3.28 (2H, m, BocHNCH CH CH O), 

a 2 2 2 

4.35 (2H, t, BocHNCH CH £H O-), 4.78 

2 2 2 

(1H, s, NH), 7.11 (1H, dd, Aromatic), 7.32 (1H. td, Aromatic), 7.55-7.59 (1H, 
m, Aromatic), 8.01 (1H, dd, Aromatic) 
[0147] 2) TS/:7*n/V— ;i/-7tf;Vfyf;vg|i^<iD^ 

±i£-e#fcBoc-7'S/:7' , cvV— fr—T-&f-JWJ7A>m (0.814mmo0 **J9uu 

(irai) x.ftT-emmst/mm^si' 

(3mD &MzLX2\%fflnmUt 0 Boc-TS^n/V— ^-TW/i^y?vl^tOfg 

£:%TLaz.xmmi,iz&. ^^/^—"r/^m^r^ £.ctc&m*m>b&mu -t 
m**f%^r-*s*>\Ju mhh^m^mmm., ^is<k£^2i3.9mg 

01X^96%) fl|it«'H-NMR (CDCl ) \Z.XWm\Jtz* 

3 

[0148] 'H-NMR (500MHz, CDCl ) 5 (ppm) = 2.22 (2H, t, H NCH CH CH O), 

» 2 i. 2. 2 

2.35 (3H, s, -COCH a ), 3.13 (2H, t, HN£ti£HCHO-), 
4.41 (2H, t, H NCH 2 CH CH 2 0-), 

7.09 (1H, dd. Aromatic), 7.31 (1H, dt, Aromatic), 7.56 (1H, dt, Aromatic), 7.99 
(1H, dd, Aromatic) 

10149] mMmi i) rsy^o/ v— )v- 7±7/wv*fwm7<tT/\'v>B&>&& 

mm^-^MSO^CDizT^^ (I00mg)0.25 mmol/-^f^^7jC-i^-^ 
D-> (1:1) fclfefgL, 2mol/L HOSu (0.1ml). Imol/L 

WSCI-HC1 (O.lrnl), JilE||^^J10T^? > ixfcT5:y7'o^^y--/U-T-fer5 : -/i^-y^ 
^m^MM. (O.lOmmol) <D7k-i?fr*y->> (1 : 1) 

(2mD — ft*»#Ufc. &J&mz5%m&fom+YVVJ**mWL (1.5ml) 

«raD^r3B*MtJWUfc, 50%^*^ (43^ 1) Sr3D*.T»f fft*, *ffc*-r>y*A 
(0.4g) S5to*.-Cjft»Ufc. ^/-/W- (100ml) «rAp*ifcJK&ii\ tUMfe«60%s*/ 

(97.7mg) ?r»^ ®^^fe^J:5T-fe^i^-y^i^^^A^^, 13.5%T-foo 
#^/c^K^ffi.omm%^/«£Si:5{c:PBS(r:^u, ^SrfEKbfc. H3S£ 
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[0150] (HJfctfiJi 2) TS.Jf*' V— >v-:7*/W^^igS8$ge>£-j* 
1) Boc- Z^y^n/^y— 7V- 7seJ^±^<O^^L 

Boc-T^y^n/V— )V (2.04jnmo0x 7acjM!l-9 (2.04ramol) CAldrich Chem. Co. 
§¥h DMAP (0.41romol) 

ftiWMh^ C7m0 f-*§fl?<*i^:^ *^TT-WSC1-HC) (2.35mmol) ©S^fr**^ 
-^no^ (3:4) (7ml) Sr^J^fe„ ^ffifci^fvUtt/UATSK 

(dmf) (3mi) *jmA.mmkuz^ &mzmu -s#s#ut, m&^**$ax- 

(623.0rog % 4X^83%) fc^fc. ^{± J H-NMR 
(CDC1 ) KTN^Lfc. 

3 

[0151] 'H-NMR (500MHz, CDCl) 8 (ppm) = 1.44 (9H, s, Boc), 
1.80-1.85 (2H, m, BocHNCH £H CH O-), 

2 2 2 

3.15-3.19 (2H, m, BocHNCi^CH^H^-), 

3.67 (2H, s, PhCH -), 4.18 (2H, t, BocHNCH CH CH C~)» 
8 2 2 2 

4.67 (1H, s, NH), 7.34-7.59 (9H, m, Aromatic) 
[0152] 2) TS/TAvV— >\'-7z^\?^igg$*<r>'k$L 

ilE-^tytBoc-r^yT'ta/^y— /v-73c7Utr^ (1.69mmol) Sr^Od^V 

(imi) K3g#u *?^T-e4Niftgfe/g^e3i^ (3mi) sr»D^fc„ mm^mvx2t^m 

^/^-T;^M9Ls 4fetfcit»«3*^MlLfc. mhfvkittmr^^^- 
(511.7mg, lfcJ£99%) *gi£f* l H-NMR (CDCl :CD OD=l:l) 

3 3 

[0153] 'H-NMR (500MHz, CDCl :CD OD = 1:1) 6 (ppm) = 

3 3 
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1.98-2.04 (2H, ra, H NCH CH CH O-), 

2 2 2 2 

2.95 (2H, t, H NCH CH CH C~), 

2 2 2 2 

3.73 (2H, s, -PhCH^-). 4.23 (2H, t, H^NCH^CH^CJi^O-), 
7.33-7.59 (9H, m, Aromatic) 
[0154] ($mm3) T%S7v/*/—fl'-7^>\'\?^9MKCT;\'*^<0&J& 

mm s £%tfH-£90J5<»*TJ\'Vl>'& (200mg) 0.5 mmo\/ Z^m£&fr-&t* 
^ (1 : U 45ml) 2moJ/L HOSu 

(0.25rolX lmol/L WSCI-HC1 (0.25ml), &1feMl2X-&bfa1ZQ.SM7*Sl'*ri-?-7' 

vs<;suTK>m&m&m0i (o.smo *m&tiiz-x-~3&m&vtio eo&*&i-5% 
(3mi) &MZ-xmfflm&isT^ E.j&mzsQ%mm<.&m (86^ 0 ^d^^^p^, m. 

4t*TbV?J* (0.8g) ^P5L-C^tUfc 0 /V 

(2oomi) £.ctztm*m>i>ftMu mbttfcm*8Q%^*;- 

(205.1mg) Zftfa, HPLC^J:5^^Vfcr-^^^>^A^{*27.8%/£ofc e 

C0155] mmm 14) t^/t/o/ v— >>v- 7x^7*^1©^ 

1) Boc-T^y^n/V— ^V-^V^^eD-g-fifc 

Boc-T$y^n/V— /V (2.18mmol) % ^XTV^V (2.18mmol)(ICN 
Biochemicals. Inc.jgD , DMAP 

(0.44mmol) SrDMF-i^ncr^V (5:3, 8ml) |c»#U *»T*CWSCI'HC1 
(2.48mmoI) Ov ? ^nn^^?K (5m0 
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(747.8mg, JK^83%) £#fc. Jfigli'H-NMR 
(CDC1 ) ICCHJfcUt, 

3 

[0156] *H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.44 (9H, s, Boc), 

3 

1.82-1.87 (2H, m, BocHNCHCH^CHO-). 

2.79 (2H, t, -COCH CO-), 3.20-3.24 (2H, m, BocHNCJi CH CH O-), 

2 i 2 2 2 

3.36 (2H, t, -COQ^CO-) 4.19 (2H, t, BocHNCH^^CJd.O-), 
4.76 (1H, s, NH), 7.39-7.64 (5H, m, Aromatic), 7.70 (2H, td, Aromatic), 8.06 
(2H, td. Aromatic) 
[0157] 2) T^;z?tis<y—;V—y^z7'7^>Mg&i&.<D-£-& 

±fBTif l/tBoc-TSy^o^V— /V-^^^V (1.82mmol) frPfuu/f^' 
(4ml) imf&U flciftT, 4N^-@^^^^ 

(4ml) Zm*-. ^ ©^t^ ttStLT90^Fli#Ufc, &£tt®! 
(Dffimtf&btlito Boc- TSy^n/ V— >ls-7^^f7^<7>m£iZTLCiZTm&- 

(621. 4mg, Jfc^98%) ^ittt x H-NMR (CDC1 :CD OD=l :1) 

3 3 

[0158] l H-NMR (500MHz, CDC1 :CD OD=l:l) 8 (ppm) = 

3 3 

2.01-2.07 (2H, m, H NCH fflCH C~), 

2.79 (2H, t, -COCH CO-), 3.05 (2H, t, H N£H CH CH O-), 

2 s 2 2 2 2 

3.44 (2H, t, -COC H CO"), 4.26 (2H, t, H NCH CHCH O-), 
7.41-7.50 (3H, m, Aromatic), 7.66 (dd, 2H, Aromatic), 7.75 (d, 2H, Aromatic), 
8.08 (d, 2H, Aromatic) 
[0159] {$mffll5)T$.yzfvs<J— ^-^^^^AfcT/VP^O^ 

m.mX-mfrt-m.WZVt.TW^m. (200mg) 0.5mmol / /-!^^07K— itln*"?- 
yfl:ls 45ml) fJl|g#¥$-e-£:& , 2mol/L HOSu 

(0.25ml), lmol/L WSCI-HC1 (0.25ml), HJ&#J14T?^?>;ftfcTSy7'Ei'V— 
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^-^y^W^M. (0.25nunol) (Dfo-StttVls 

(25:8) mm. (o.66rai) %mxx-m&wftut~ w&mi^m&Tkm-rwv&fc 

mm (3ml) ^P^T3^ra^bfc 0 5O%g^*^?0? 

(86 mO &toZ.T*P%Q& > mtl-hVVJ* (0.8g) *1)UX.Xm*K-tL B X.* /—>V 

(2oo m i) ^M^xmwut. &ztcti:m:m<£>ftmu mbthitim&Wo^fs- 

(214.1mg) HPLaz£Z7*>^7&<DmA&l*23.8%fz^fc 0 #fe*tfc# 

fC£&m.0g&%£&5«fc5KPBSi::Jgfi¥ U ^Srfmut* 

Efcarcaw? , -y^^t— mw£&mt i"aj T^ofc 0 

[0160] (H«J16) TS/^i^ V— ^-*7*^A«tW^^J« 
1) Boc-TS/^er/V— JU—fTx.'fAm 

Boc-T^/rn/V— ;W (0.616mmol)> X7=.-fJ>fSt (0.620mmol)(?07fefcS3£X3£$i: 
5£^*t®£) , DMAP (0.126mmol) Sr^nn^^ 

(3ml) U tK^TWSCI-HCI (0.758romol) O^nD^V^IS (1.5ml) SrAP 

xifc 0 #*k:to«#*:£»£u -s*a#uu m&Bu&m&mu wsci- 

HCl 

(0.207mmol) Gtt?*»n^l/|3$* (1ml) &1JDZ.X&* fcMfcl^tf&SSIHJSfcttb 
fc. ^«fc«»=7yv«:J)P*., 5%*^>-g£7k$g$u 5%si?&*P{f "W^A*^ 

(190.4mg, «X^78%) «)tlt l H-NMR 

(CDC1 3 ) tc-cRjeufc. 

[0161] 'H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.45 (9H, s, Boc), 
1.96-2.01 (2H, m, BocHNC^CH^Cl-^O-), 
2.18 (3H, s, PhCU). 2.33 (3H, s, PhCH). 
3.31-3.32 (2H, in, BocHNCH CH CH O-), 
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4.38 (2H, t, BocHNCH CH CH O). 4.78 (1H, 

2 i 2 

s, NH), 6.64-6.67 (1H, m, Aromatic), 6.74 (1H, dd, Aromatic), 7.02-7.26 (4H, m, 
Aromatic), 7.94 (1H, dd, Aromatic), 9.24 (1H, s, -PhNHPh") 

[0162] 2) T^s7vs<;su-/7^i-2>,m&.M.m<7y^& 

±W.^tzBoc-TKyyu/<y—/U-^-7=c-r^.m (0.462mmol) ^on^ 

(o.5mi) \mmu *tiiTXM&&/mm^» a.smD 
&MZ-X3mmm&uz 0 boc- T%s7*'<;—>v-*y^j±m<Dm9t*TLcvm 

(I54.4rag, qu.) ^it^H-NMR (CDCl ) iCrtH^L^ 

3 

[0163] 'H-NMR (500MHz, CDCy 8 (ppm) = 2.16 (3H, s, PhCH^), 
2.25-2.30 (2H, m, H NCH £H CH 0-). 

2 2 2 2 

2.31 (3H, s, PhCH). 3.20 (2H, t, H^CH^CH^^O-), 
4.44 (2H, t, H NCH CH CH O-), 

2 2 2 2 

6.63-6.66 (1H, m, Aromatic), 6.70-6.72 (1H, dd, Aromatic). 7.02 (1H, d, 
Aromatic), 7.09 (1H, t, Aromatic), 7.14 (1H, d, Aromatic), 7.22-7.25 (1H, m, 
Aromatic), 7.92 (1H, dd, Aromatic), 9.17 (1H, s, -PhNHPh-) 
[0164] {$mm 1 7) T^ro^NV— /V- ^7xt^At7^Q># <D&J& 

ttfiTOtfH^fiWWfcT/l'n^'Bfc (lOOmg) 0.25 mmo\/Z.%%^-fiL$:fc-i/tt 
if> (1:1, 22.5ml) f:i|§fi?U 2mol/L HOSu 

(o.imi), imoi/L wsci-hci (o.imi), ^m6^#b;fttcTSy:^y ^-j*^ 

(O.lOmmol) (0*-* ^^r>^ 
(1:1) (2mJ) &«^*T--S*8l#Ufc. KJ«iRI-5%«BI**^y^A* 
^ (1.5ml) Sran*:-C4H*|BI»»Ufc, 50%BBfc*Wtt 

(43 m i) &ai;tx*fB«, ^b-^hy^A (o.4g) ^^Tjf#ufdo 

(100ml) *3bBA.-C«#U &CfcatJ»fc»&rfH*Lfc. ftbtltctm&8Q%^*S- 
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aoi.7mg) *#fc e wftftmmz£<o&mv±*-7*i-j*m$^mz. 17.5%-efco 

[0165] (HJfi«yi8)T^/^n/V- A^«^n7*t^l«*«)#l* 
1) Boc-T^/T'n^^y— /w^cT-ai^-^O^j^ 

Boc-TS^oyV— ;W35.8mg (0.775mmol) ^J^nu^l/lmUZ.WM^ 
37:x^229.6mg (0.775nnnol)(fP)feM^X|^^ttB{) tf^nt^^^mL 
.DMAP 

18.9mg (0.155mrool) ©^na^y^^lmL, DMF 0.5mL§r«g»^, Tk^Tt 5 
WSCI-HC1 191.4nig 

(0.998ramol) <r>i??vvt9^m2v^1®xX'&* ^^UfctfSfc7BSR8^Ut 

(0.3l0ramol) (D^nn^^f^lmLx DMAP 7.5mg (0.061mmol). WSCI-HC1 
70.9rag (0.370mmoD O^no^^^lmLfcJ^^DjUfc* \zm.m.kU£frt>8tft 

-£-4&tr280.2n)g 

(80%) IfSjtf^H-NMRlCTR^UfcU, 

'H-NMR (500MHz,CDC1 ) 6 (ppm)=L44(9H, s, Boc), 1.85(2H, 

3 

quant, -NHCH Q± CH O), 3.16(2H, q, -NH£H CH CH O-), 

£~^Z 2 2 2 2 

3.82(2H, s, Ph-£H 2 -C0), 4.22(2H, t, -NHCH^H^O-), 
4.68(1H, s, NH), 6.54-7.35(8H, ra, Aromatic H, NH) 
[0166] 2) TXJrfv, V— JU- •7srrfm&&V>&8. 

JtBTftfcBoc-TS^tvV-- A^^n^ai^lOlSmgSr^nn^^toLK* 
#U *^T^4M«K/g^fift^^8mLSrAP^T3I^Ba^#Ufco *?*.*A*x.~-T 
7H50mL«rJp^.T«tlR$-e-s tfcJ8*«IEfcifcUfc. aWBffc-fr4»fe791mg 
(90%) 4#fc„ flSJStt'H-NMRfcTlBItUfc. 
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[0167] 'H-NMR (500MHz, CDC1 ) 5 (ppm)=2.13(2H, quant, -NHCH CH CH 0-), 

s z z z 

3.08C2H, t, -NHO^CH 2 CH 0-),3.84(2H, s, 
Ph-Efc^-CO), 4.25(2H, t, -NHCH^CH^CHO-). 
6.52-7.33(8H, m, Aromatic H, NH) 
[0168] (IS&gflll 9) T^yzfos V— /V- ^^07^^^^ >mi~hV VJ*<D&1& 
nm.¥^®5ttm.SO75<D\iT>\'V^'mO0mz (1.25raraol/rj^f^-ut)$f7[c56.3roL/-^ 
tt^lsSSAmUZmMttKM.. HOSu 

(ImmoD/zKO.SmU WSCI-HC1 <0.5mmol)/zk0.5mU ±%&mt&Ml8Tmhth1tTS.; 
(0.5mraol)/(7K:^^r1?->'=l: 1, 5mL)«rJp?Jc!lHit, — ft*8H*Ufc. £Jfc»5% 
215 /i L«dni;t**iaU ^b^-NV !>^2.5g^Dx-C^b7^„ ^*V-/W00ml£flD;t 

.tS^a^x^O^ ttl8.2%^f:i 0 
[0169] (H)fi0!|2O) T^^n/V-^-^hK^^^CO-^^ 
1) Boc-T5/:/^V— /v-^hK^t^#fife 

Boc-T^y^nyV— ^W78-8rag (l.02mmol), ^hK7^293.8rag <1.02mrapD(jftJ3teil'fi 
|gI|fe«c^*UBi) % DMAP 

23.8mg (0.20mmo0 ^^UR/£V4inUc858?U TkJfrT^WSCI-HCl 233.8mg 
(1.22mmoO<0^t7U^^^2mLlr^^T#^»c:^©a:l^^e— g^ffbfco 
^^^Ki^T-eWSCl-HCI 

68.8mg <0.36mmol) <DV#*o*?lsmWi2mV&11\}?LX&* KS*§i:Ufc2>S£>80#l?l} 

m&^mfr&mmut. sm^wa-ok**, BW6*^%«E«*ufc, » 

^£^>y*^^7Acfa^h^7>f--C*t®iU, ^lee-&#»^436.3mg 
(96%)#fc„ WjfttfH-NMRfc-cra^U^ 
[0170] 'H-NMR (500MHz,CDCl ) 5 (ppm)=0.83(3H, t, -CH CH ), 

J 2 3 
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1.37<3H, t, -CH CH ), 1.43(9H, s, Boc), 1.79(2H, 
2 a 

quant, -NHCH £H CH O"), 3.14(2H, q, -NH QH CH CH O-), 

2J2 222 

4.10-4.22(2H, m, -NHCH CH CH. 0-), 

2 2 1 

4.630H, s, NH), 7.00-7.37(3H, m, Aromatic H), 8.970H, s, NH) 
[0171] 2) T%;7v;<;~)V-^W7?$&m.i§l.<D^J& 

_h|2-e#^:Boc-T5y^i3/^y— ^-oihK^^42l.5mg (0.948mmol) &i?*m&r 

7Jx9wh4r774—T&tm, s «BB-fb^4rl97.6rag 

[0172] 'H-NMR <500MHz,CDCn 6 (ppm)=0.8l(3H, t, -CH CH) . 
1.35(3H, t, -CH CH ), 1.92-2-1 7(4H, ra, CH , 
-NHCH CH CH O-), 4.12(1H, quant, -NHCH CH CH O-), 

2 2 2 2 2 2 

4.20UH, quant, -NHCH^H^O-), 6.99-7.35(3H, 
m, Aromatic H), 8.99(1H, s. NH) 
[0173] m^m21)TKyr7 v ^<y-/V-^bh^mA^T;Vu^i-hV^<D^ 

Sl:¥^5H L a80^<^tT>'Vt3^li4rog(0.285ramol/^i^i)^7Xl2.8mL/^ 
tty-^l2.8mUZ.y£fft£ : &1Z.&, HOSu 

(0.228mmol)/7K0.1mU WSCI-HC1 (0.114mraol)/zk0.1mU ^Mffl20X-^bfrfZT% 

(0.114mmol)/(7K:i^-^>=l:lx 2mL)^mW^ — MSHPLfc. EJfcttfc 
6^K**Wl>A7k*»X.7lmL«raD*., 4HfHmt £BCS»fC50W»il49 

2[Ui5fct£U ^SKT— Bfe$gcJEg;*iUh 0 lllmg©&£@tt:£#£: 0 HPUC\z.£Z>=cY 

[0174] («^J22)T^y7"o^y-/V-T^^yy^g^^^ 
1) Boc-T^y^a/V— /l^T^^y y h^fife 
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#^Jl-C4#e>ttfeBoc-75/yo/NV— ;H23.1mg <0.703mraolX tr^nn^y 

(0.704mmol) <^DMF^^(lmL)$:AnxL, Sk^T'CDMAP 17.1mg (O.I40mmol). WSCI 
•HC1 175.4mg 

(O.915mmo0 £jllg»XT&* fca&SfcUBtffc— S«JJH$Ufc. ^Skx^trflP 

(83%) ftfc. fcSftWto-NMmJlTGljeLfc. 
[0175] *H-NMR (500MHZ.CDCO 6 (ppm)=1.44(9H, s, Boc), 1.80(2H, 
quant, -NHCHfHCHp-), 2.18(3H, s, 
NAc), 3.14(2H, q, -MHCH CHCH^O-0. 
3.59(2H, s, Ph-CH -CO), 4.15(2H, t, -NHCH CH CH O-), 

2 2 2 2 

4.66(1H, s, NH), 7.13(1H, s, NH), 7.23(2H, d, Aromatic H), 7.46(2H, d, Aromatic 
H) 

[on6] fc*s, T9fi)htZs T&&t&mzxmmLsiz. 

(l:3:l % 50mJ) K3ffflfU 7k^TT*«S7K^(2.12mmol)*2in^X^A 
IcifliUtiSb-ftttSWUft. *§l&H&£©:feU mmt&m (l96.4mg, w 
99%)£r#fc 0 WJfett'H-NMRlcTIBJjeUfc. 
'H-NMR (500MH2,CD OD) d(ppm)=2.1l(3H, s, Ac), 3.55(2H, s, 
Ph-CH -), 7.21-7.49 (4H, m, Aromatic H) 

2 

[0177] 2) TS^n/V -/V-T^U MfcIfctt<Z)ti7£ 

JbfE-C^fcBoc-TSyT'EvV— /WT^yyh201.3mg (0.574mmol) trS^no^ 
^mUZj&gU 7K^T^4MJ^/W^^3mL%^B^T3Bf|iajf #b/c 0 
/wai— ^v^DxTfcEte^ tOWr^^A^t— ^A"-e2|IHJfc*Mft % ^JSEft^L 
, ^6B^^Srl61.3mg 
(98%) ttStWt'H-NMRfc-CRlJtUfc. 
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[0178] J H-NMR (500MHz,CD OD) 5 (ppm)=1.94-1.99(2H, m, -NHCH CH CH O-), 

3 f 2 Z 

2.1K3H, s, NAc), 2.94(2H, t, -NH£H CH CH 0-), 

2 2 2 

3.63C2H, s, Ph-£H 2 -CO), 4.19(2H, t, -NHCH^H^O-), 
7.22-7.5l(4H, m, Aromatic H) 
[0179] (!liS#j23) TXffW—fl'- TtW hm^TJlyti^mrthU^^m 

mmW-tia&^&SO^V tT^O^ioOmg (O.25nwiol/r*£l£i£)$rjjai .25roL/i> 
tt-y-^U.25mLlZ®ffi£-&iZ&. HOSu 

(0.2mmol)/7k0.1mL, WSCI-HC1 (O.lmmoD/TkO.lmU ^ti&ffl22~&&h*vttT5lS7 
(0.1mmol)/(7K:^^1?-^=l : U 2iaL)*\m&to?L, — S«J»*Ufc. ffJt»|CB% 

, ^m-T-8fe^s£j&ufc„ 97mgoe^ia«s^fco HPLCt^sr^yho^ 

A^«13-2%7^ofc 0 
[0180] (^8£#!l24) T^/^n^^y— /U— Jr^o^^Atr/Vn V^hy 

SS¥i$^490^©fcT^P>g^hy!>A200mg (0.5mmoi/Z^ai&) 
23mL/v 5 ^*^>'23niLlw^$^ft.m % HOSu7K^0.3mmol / /2mL > WSC1-HC1 
TK^O.lSmmol^mU llJfem^tbi'Lfcr^/^ny V— ^-^K^o^y-^ 
^7K^1.5mmol/2mL^:Jl|g^Agx, — M&S&Vtz, E&ttSrll.SmLlRflfcU % 
te^hy>?A100rag£;&0;t&#Uc o /V50mL$rSDx.jit®^^:, 2fcf»&80% 

^-c2iHis ^^y-^r»2iHjv 5v>-e2iui5fei£u ^*&iw-c— 5ft 

«EElRl*Lfc« SSmgOS&O^^Co HPLC^J;^h^a7^V^^A^«7.2% 

[0181] (###!2)Boc—fcy/— 

i?yy— ^ (lO.lmmol) (Aldrich Chera. Co.^)£;fc-i^f (1:1, 20ml) |Z|g 



45 



MU 7k?frT-eBoc o 

2 

(10.8mmol) <Dtt*^^m& (15ml) ^P^L, ^SfClMUC-^J^Lfc,, ffl&k 

(l847mg, JR^95%) ^iitt'H-N^fClTP^USu 
*H-NMR (500MHz, CD OD) 8 (ppm) = 1.44 (9H, s, Boc), 

3 

3.57-3.58 (5H, m, Serinol) 

[0182] (mmm5) ±v/-^-^h^o^^mm^^ 

1) Boc— tyy— /u— jr^a^^O-S-j^ 

^KtW^ (l.llmmoO (^Mli^^)^on^y (3ml) 
fi?U H^^/UT^ (l.llmmolX &&&*'f-!V&X74; s f-±4jV 
(Mpt-C» (l.llmmol) ©^BU^>iiS (2ml) ^Ma^S^Jt^Uto 
t^y^/VT5;V (0.36mmol) ^2)D^*t20^-K^Ufe„ K^^tIc^U MJ:t*7U 

(l.llramolX DMAP (0.19mmol). #%^2^#fcBoc— tyy— /u (O.SOmraoO 

(2mlX SW> (10ml) SrJH»^.T20^^^#b^o ££j£i&£5inltc}ga8U ft 

(^^-.^^^=2:1, 0.5%hy^^T5» fc-OttRU fcUBftg-* 
(287.3rog, 1R$87%) fcfcfc. flKfttfH-NMR 

(CDC1 ) \zx.m^\Ju 

3 

[0183] 'H-NMR (500MH2, CDCO 8 (ppm) ~ 1.38-1.40 (9H, m, Boc), 

1.51-1.53 (6H, ra, -OCOCH(CH )-), 3.76-3.81 (2H, m, -OCO£H(CH )-), 
3.96-4.11 (4H, m, -CH^CH(NHBoc)CH^~) . 4.61 
(1H, btd, -CH 2 CI4(NHBoc)CH 2 -), 7.40-7.80 (18H, ra. 
Aromatic) 

[0184] 2) W/~>\'-frVy , v7x.^W®&.V>'&& 
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Boc— tyy— fr—trV?u7*Ly (0.428mmol) ^^co^?y (lml) l^fi?U tK 
ftT-etUWk/mk*.^ (4ml) fcfll*., -^<Z^#!* fC^»iLT2B$|a8t#Ufc 
«, Boc— fey/— ^K^^^^^TLCTffit^Lfc^ i^c^yVai— r;K 

(243.6rag, qu.) tfliitt'H-NMR (CDC1 ) fc-CWJfcUfc. 

3 

[0185] 'H-NMR (500MHz, CDC1 ) 5 (ppra) = 1.49 (6H, t, -OCOCH(CH )-), 

3 a. 

3.79 (1H, m, -CHfUWRocKH-), 4.00-4.53 (6H, m, 
Serinol, Ketoprofen), 7.31-7.80 (18H, m, Aromatic) 

coi86] (rnmme) *yy— ^- &h7v7*>m*>t7A>u:smo&& 

£ fWP S90^{DfcT/l-a>^ (100mg)0.25mmol/Z^f ^SttK - 
V (1 :1, 22.5ml) lEJSfifU 2mol/L HOSu 

(O.lrolX lmol/L WSCI-HC1 (0.1ml)> HJS^J25T^&^-fe'yy— /V-^h^o^^ 
(O.lOmmol) 

(2mD *mjLx-mLWfti,t^ m:mz.5%mmim^Yvt?j*7m®. d.smi) £ 

*n;tT4l$ra&#Uto 50%@*g£zk*gi£ (43 m1) fcbBjtT+fdU *&ffc-W£A 
(o.4g) Sr*D^r«#ufeo doomi) &Dn*i-aKJ*u £.ttztm>*&'bft 

(92.3mg) £*ffc 0 HPLC^J:2)^h7 , o7iX0^A^W:il.2%-efcofc 0 #£>*i>fc$J 

[0187] (30^27)2- r§/-l,5-^*:^:*^- ^-^n7xyiB!al©^ 
Boc-T^y-l.S-^V^^— (Boc-NHCH(CH OH)CH CH CH OH, 

2 . 2 2 2 

Aldrich 

Chem. Co.^) (1.98minol) ^Pn^y (2ml) te*§8SU ^t/n^*!' 
(3.96mmol) (mm^^X^^ttM) C^dd^^ 
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(4ml), DMAP (0.791mmol) O^nn^^t (i m J) &m&m*.m&Uto frfo® 
^TfciftU WSCI-HC) (4.93mmol) ^ao^t 

(5ml) &1}Qz.X&a KMtUfctfSk— S^if *$Uto fcfcfc&Bm^^-etiiVll' 

(1.361g % IR^99%) £#fc 0 fili^H-NMR 

(CDCl s ) fc-CWlJfeUfc. 
[0188] 'H-NMR (500MHz, CDC1 3 ) 6 (ppm) = 1.39-1.40 (9H, m, Boc), 

1.51-1.55 (6H, no, -OCOCHtCH^)-), 3.75-4.55 (8H, in, 

Ketoprofen, 2-amino-l,5-pentanediol), 7.40-7.80 (18H, m, Aromatic) 
[0189] 2) 2-7^J-\,S-^>?l/^~;\s-^Y^U7^^m&<D^f$L 

_hB-C#feBoc-T5/-l,5-^>^>^^-— )V-< >rbzfuvx.> (1.95mmol) 

;pn^y dmi) itrnmu ^rxi^mxmm^^ 

(4mi) %<n>w&* KisHfttu-csBsnuawufc. 5u&m^*v^*Mit. m 

(l.20g % IK^98%) 4r#fc„ ^itWr'H-NMR (CDC1 ) fclTPH&Ufc. 

3 

[0190] 'H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.50 (3H, d, -OCOCH(£ii )-), 

3 S 

1.51 (3H, d, -OCOCH(CH H, 3.47 (1H, bd, 
2-amino-I,5-pentanediol), 3.44-4.48 (6H, in, Ketoprofen, 
2-amino-l ,5-pentanediol), 
7.33-7.84 (18H, m, Aromatic) 
[0191] (H^j28)2-T$y~l,5-^^V^—/V— ^h^uv^M^TJ^^m<0 

MM.W^j^-m.^75<D}=T/Vuiym. (137ing) 0.34nmiol/-^lii#£*-v^* 
(1 : 1, 30.8ml) iZ&MZitt^ 2mol/L 
HOSu (0.137mlX lmol/L WSCI-HC1 (0.137ml), $mm27Xmb*ltz2-7^;-\,S 
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(0.l37ramol) (Ofr-V**^ (1:1) M (4ml) ^Jfc&D*LT--©#i8#Ut. S 
^^5%^^7K^-^hy»>A*M (2.1ml) *APifC5l*raaHtUfc. 50%S^tK 

(59 At 1) *WLX* J&ffc^HJfrA (0.548g) **n^T»»PLfc. =*J-)\> 
(140ml) SrJmfc-CJBttU £UfctttR«'C?#»L.fc. 

fc„ «KEEf&NkU % '«1B{ fc^4fc (135. lmg) fc#fc D HFLCICJ^fcrn^^oifrA* 

[0192] (^J6£0!|29) 3-7^-1, ^-^h^o^>^^(J>g-^ 
1) Boc-T^-l, /V— JrfcT'n^si^^J^ 
Boc— T^y-l, 2—7^0^%*^- /u (Boc-NHCH CH(OH)CH OH, Aldrich 

2 2 

Chera. Co.®) (2.05mmol) ^nn^y (2ml) fc3£fi?U ^K/ta^ac^ 
(4.11mmol) (flORfl2)«XlW*^%ht» ©^Bn^^fg 
(4ml), DMAP (0.803mmol) O^oo^t (1ml) SrlWfclniAfti^bfc. 
*ak?frU WSC1-HC1 (4.94mmol) ©^PO^?V^i 

(Smi) Sr^D^-c^'* id&iB^Ueasfc— JEBEgtitt'fc. ^I£&*?fruwsci-Hci 

(1.24mraol) £>^ot^>1g?£ (!„,)) £r3Dx.-tM?&l£Tl l$F^ 35^^X2^^ 

(^^:Bfflfc£*7U=2:l, 0.5%hy^vWTS>0 fcrCttKU flHEffrg* 
(1.175g, 1&¥87%) Sr#fc„ ^ittt'H-NMR 
(CDC1 ) fclTRHtUfc. 

3 

[0193] J H-NMR (500MHz, CDCy 6 (ppm) = 1.36-1.40 (9H, m, Boc), 

1.42-1.53 (6H, m, -OCOCH(£H )-), 3.10-3.30 (2H, m, BocNHCH -), 

1 2 

3.65-3.82 (2H, tn, -OCO£Jd(CH )-), 3.99-4.36 (2H, m, BocNHCH (CHO-)CH 

3 2 2 
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O), 

4.49-4.76 (1H, m, BocMH.-), 5.04-5.09 (1H, id, BocNHCH (CHO-)CH O-), 

2 2 

7.38-7.80 (18H, in, Aromatic) 
[0194] 2) Z-7%/—l, 2-7u/^J*~>V-frh7u7^>&fm.(0&& 

fua&ls (1ml) |C#A?U ac^T-TMN&gfe/Bfcg&^^V 

(4ml) £;&P*. X 3B*|B«i*Lfc # »«ttfc^M^>*Jpit, #rfct|Ui:fcfei*J8£$jE 

iesiu mm\&m a.029g, 1^97%) s^*:, ^^'h-nmr 

(CDC1) IdTlBJjeUfc. 

3 

l H-NMR (500MHz, CDC1 ) 5 (ppm) = 1.33-1.49 (5H, m, 

3 

-OCOCH(CH )-), 3.02-3.20 (m, 2H, H NCH (CHO~)CH O-), 

3.56-3.82 (1H, m, -OCOCH(CH H, 3.90-4.15 (2H, m, H NCH (CHO-)CH O-, 

3 2 2 2 

-OCO£H(CH )-), 4.18-4.50 (1H, in, H NCH CH(0-)£H 0-), 

S 2 2 2 

5.35-5.37 (1H, m, H NCH CH(0-)CH O-), 

2 2" ~~ 2 

7.30-7.80 (18H, m, Aromatic) 
[0195] (^JSM30)3-TSy-l, 2-7vs*^*—JU-&h7*7zz^MiT^v>m<0 

arm 

^ (1: 1, 45ml) l£?gfl?U 2mol/L HOSu 

(0.25rolX lmol/L WSCI (0.25ml) N |IJ^j29^#e>*Lfc3-T5,/-l, 2-7 P n,>V> ? 
(0.20mmol) OzK-^^l^ (1 : 1) (4ml) &«^*T-Sfcat#L,fco 

mz.5%mm*.mi-hvi>j±jm ! & Omo ^dx.t4^fp^^l^ 0 5o%^g&7k« 

(86 m 1) SriDitTI'fbU UMb^-MI^ (0.8g) SrAD^T^Ufc. =^*;—?v (200ml) 
(217.4mg) £#fc 0 HPLCK«fc^hro:7*:x©^A^fc^3%^fcofc 0 
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[0196] (##M3) Boc-HJ* (fcKn*4ot?7U) T%S*9^<D>&f£ 

Y))MKYu*ls*?-;\,) r5y^^(l0.1mmol)^*-i 5***-*V(l:2, 30mJ) £8 
flJU Boc 2 0(l0.8mmol)^7lc— ^^^^^(l^, 10ml) SrAfl;^ M^T-45^W, 
40 < C-<?70#iig8i#Uto Boc 0 (5.41raraol) <^)^^if>^g (3ml) *r;&D;Mft* 

JE*fcj*U Wejt&fo (2.21 gx IR^99%) &#fc„ tofcia'H-NMRfcTHIfcLfc. 
'H-NMR (500MHz,CD OD)d(ppin)=1.44(9H,s,Boc),3.68(6H,s,-C(CH OH) ) 

3 2 3 

[0197] (XttftSl) hy^(tKn^V^/V)T5/^^-<{r^ti^>^^0^ 
1) Boc- hy^CtKa^^/MT^/^^—Jr^n^^^^ 
1rh'7v7*Z'41tong (1.65mnjo)) (tt{tf&J3m&&tiM) &i^nn>*>3mL 

*»»u ^^TThy^^T^23o M l 

<1.65mmol) s Mpt-CI 213mg (l.65mmoti/i??uu*?i^mL&m&3)QX-, 10#TO# 
Uh, hV^.f-fl'TSMSQ u L 

(1.65mrao0, DMAP 33mg (0.27mmol), ###J3^#?cBoc-hy;*(tKc^$^vU) 
T%J**Z<' (Boc-NHC(CH OH) ) 

HOmg (0.5ramol) SrJ(jRfc&D*.s gtClU — TV^-T7K2n»L^n 
X s ^Bcr^^i:TV^--T*^^— tC/£^^-Cv?>f#i^>^Rx40^^mb^ 

(^OB^y:^/-;U= 100: 1->75:1) KlfcSLfc. MtE.4K4rtb&l£mfa\Z 
467mg#fc 0 filit^'H-NMR (CDC1 ) 

3 

l-TISJ^L,, Boc- hy^fcKn^^^jT'^^^Vl^^StUT-hrn^^^S^- 

[0198] J H-NMR (500MHz. CDC1 ) 6 (ppm) = 1.29 (9H, s, Boc), 

1.44-1.54 (3HX3, m, -OCOCH(CH H 3.76 (1HX3, q, -OCOCH(CH )-), 
4.04-4.27 (6H, m, -NHC(CH. 2 0-KP) 3 ), 4.81 (1H, br, -NH-), 
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7.37-7.85 (9HX3, m, Aromatic H) 
[0199] 2) hVX(K\ t B**s^;V)T%;^^-*h^v7~^mmV>'&!$ 

(97%) -C^fco IfcStte'H-NMR (CDC) ) KLTWJfcLfc. 

3 

[0200] 'H-NMR (500MHz, CDC1 ) 6 (ppm) = 1.39-1.50 (3H X3, in, 

3 

-OCOCH(£H )-), 3.96 (1H X 3. q, -OCOCH(CH )-), 

2 3 

4.09-4.46 (6H, m, -NHCfCH O-KP) ), 7.25-7.80 

2 3 

(9HX3, m, Aromatic H), 9.31 (br, HN*CH -) 

i z 

[0201] (mmmsz) rv*s^- vv^h^^>^Mrx/^^- ^v^w7^>mm<D^ 

1) Boc-^y^-hy^(tKu^->^^)T5y^V-^^D^^(D^ 

Boc-^i^lSSmg (0.76mmol) Sr^naxJvW-AlmL^^U, Sk?frT-Chy^5vV 
T5>-106 m L (0.76mmol\ Mpt-Cl 

98mg (0.76mmo0/^DP^^lmL^nx.l0^^^U^ o mW&lXft 

^nfchy^(tKB^^^)r$y^^-^h^a^x!fi^433raB 

(0.5mmol)/hy^^>T^70M L (0.5ramol)/^C3U^/W^2mL, r*y3i?vW5>106 
At L (0.76mmol) £4[e]^#{t&* };^jq**: 0 mffi.~Qimmm¥m. jglC*^TT*hy 
^^T^>-106mL 

(0.76mraol) SriDx., Boc-^yi^^l31rag (0.75mmol) ^no^Wami/eSgflfU 
7K?^T-eby^^WT?^105 m L 

(0.75ramol), Mpt-Cl 95mg (0.75mmol)/^DO^VAlmL^O^^bbfcBoc-^ 
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(r^-ls : ftBfc^vV =3:2) t^SSJUfco #f2fc^&411rag (H5i^55%) #/c> 
^jttt'H-NMR (CDC1 ) 

[0202] 'H-NMR (500MHz, CDC1 ) 6 (ppm) = 1.43 (9H, s, Boc), 

I. 45-1.52 (3HX3, m, -OCOCrKCfc^)-), 3.56 (2H, br, -NHCHCO-). 
3.76 (1HX3, q, -OCO£Ji(CH 3 )-), 3.98-4.28 (6H, m, -NHC(^HO-KP)), 
5.51 (1H, br, -NHCH CO-), 6.63 (1H, br, -Jb!ilC(CH O-KP) ), 

2 2 3 

7.34-7.83 (9HX3, m, Aromatic H) 
[0203] 2) ^V^-hVH^ri^^Mriy^^-^hzftiy^^^&O^^, 

36Irog (0.37mmol) {C*rftTTMM:^/g^:^;V2nd.&j!JD;u ^iI.-e2B#ffl&}$ 

©t> ^^U^fB#»M*^aW{CllXft336iDgT'#^ 0 fll^H-NMR 
(CDCO ICTRHtUfc. 
[0204] 'H-NMR (500MHz, CDCy 5 (ppm) = 1.40 (3HX3, m, -OCOCH(CH)-). 
3.68-4.24 (11H, m, 2H; -NHCHCO-, 1HX3; -OCOCH(CH s )-, 
6H; -NHC(£HO-KP) 3 ), 7.27-7.82 (9HX3, m, Aromatic 
H), 8.31 (br, H NfCH -) 

2 2 

[0205] mmWtt) ^V^-hW^a^^^T^^-^h^y^^A^r^ 

SS¥^OTg90^^)tT^n^^hy^Al00mg (0.25mraol/-$f j#i£) 

I I . SmL/S^f Ir-^l 1 . 5mUc:?g8?£i*7c:# , 2moI/L 

HOSu/tKO.IidU lraol/L WSCI-HCl/7k0.1mL, MM&l32X^hftjZ?Vi'^-h 
y^(tKu^V^^)T5y^^V-^rh^u7^^4^^93mg 
(O.lmmoD/v'^^^mL^^JP^., — fitfetMSUi. S/£?8K:5%^7)C#:r- 

<ffn^ ^b^hy^A400mg^J!jn^SI#t7t„ ^y-/W00mL^Px«t®$-g:, it 
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[0206] (###|4) Boc-T^y^ntf /v^o^K«>8»^ 

3 -^o^/ntf/VT^^fczlc^f .222g(5.58mmol) Sr^cn^^OroUC 
?§fi?U TKJ'&T-Chy^^VT^^O.TTSmLCS.BSmnioDSr^I^., $f?(-Boc O 

2 

1.2l4g (5.56mmol) Oi?:?no;^>ig&50mL£l0#^^TL$#Ui: 0 ffl"?50 

#ffasa$utm, ^^vi^jq*., 5%^*vgbfc«, ^k, mn&m*xMik 

[0207] *H-NMR (SOOMHz.CDCl ) 5 (ppni)=1.44(9H, s, Boc), 2.05(2H, 

3 

quant, -NHCH CH CH Br), 3.28(2H, q, -NHCH CH CH Br), 

2 2-2 2 2 2 

3.44(2H, t, -NHCH z CH 2 £H 2 Br). 4.64(1H, 
s, NH) 

[0208] (mt&m34)T$/7o/*;—/V-iS**7^-f?m&t&<7>&j£ 
(1) Boc-T^y:/nyV— ;W^n7xt^ 

^a7;t^^^r-y»>A1.476g (4.64nunol) ^DMF3raLJ^^?U 7k<^T"e##^!l 
6-C#^tbfdBoc- T^y^tatf ;V^13^K1 . 105g 

(4.64mmoD <ODMF^^7mL^TLfc 0 tfi-e-Bftt^> QOtXlOWmmW 
mm^f-^=7:l,0.5%hV^^TV^)X*mnU ^i5^^^1.702g 

(81%) 

[0209] (2) T5y^t»/V— f S?x27*1-?mmiM- 

±15T#ybBoc-T^/^ny-?y>-;u-^n7>x^-i5'10l9mg (2.25mmoD SfS^otajt 
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(9o%) mtc mm^H-mmzxnfeut* 

[0210] l H-NMR (500MHz, CDQ) $ (ppm)=2.13(2H, quant, -NHCH^CH^-), 

3.08(2H, t, -NHCH CH CH 0-),3.84(2H, s, 

Ph-Cj^-CO), 4.25(2H, t, -NHCH CH^CJ^O), 

6.52-7.33(8H, m, Aromatic H, NH) 
[0211] (^8£#|35)7$/7'WV— S^fu^-ffm^KTfrtil^rhypMDSA. 3% 

)<^/£ 

Sfi^^fi80^OtT/Vn^500mg (1.25mraol/-Jf ^^S)^57.5inL/^ 
>t*r-y-^$7,$mUZ.MM$lZtz.&. 0.33M-HOSu/zk0.75raU 0.16M«WSCI*HC1/tK 
0.75mL, ±.mM1&&}34:-V&lbtvtzQ, \$UT%J?i*s<;—}V-*J9t2Z?^9W&'&. 

smLSriD*., 4mmm&vfc. B Eu&mtmmosv vktn^faft. mt-rw^ 
[0212] (^i£^j36)T5y^D^/— /w-^n^^^^Atr^tiv^hy^AfDsg. 7 

%)cd-£-j$ 

ttSW^g80^(DtT^cr^500mg (l.25mmol/-i&lW£zk57.5n)L/^ 
^1^57.5mLl^fi?£-£-fct£ , 0.5M -HOSu/ (tK : SfcWfS'* 1 : 1 ) l.OmU 
0.25M - WSCI • HC1/ (* : 1:1) l.OmL, JLffiJ8M«34^&i^0.25M 
T$y^n/V— /U-^n7*^S^4S/ (7k:^^^>= 1 : 1) l.OmLSrJWJWJD 
X, — S£8H*Ufc. ^^tw^^7K^Ky^380mg/7k5mL^Px., 4B*HQffi& 

bTto &i&mzmmio8ti LSrfln*.* m<t-rhv^^3.o s ^M^xmwvtz 0 
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[0213] (Hii{SM37) ¥W^-a65kDa^>tT^n^^SrfflV Vz.TK/yu;*;— As-*J9ny 
*1-?mAtTJl'V>m (65kDa) i-hV (DSl 7. 1 %) ^-g^ 

¥^^^5kDa^tT^n^200.8ing(0.50mmol/rJ6t^)^22.5inL/^- 
#^22.5raL^^^-t^t^ x IM-HOSu 

0.4inU 0.5M-WSCI-HC1 0,4mU ±MmfaWZ4^bfrtdQAMTKS-7us<;—J\< 
-*J9u7*rn?mm. /(*:5^-^>=l : l)2.0mL*fl®}fc&n;t > -S^gt^b 

50%g^6/*L£r;tjn;t4»fn^ m^M^^i.Og^D^T^Ufco 

^--tvI^^U MKT— BfeEBEftflfeLfc. 190.5rag<oe£@#£#fc o 

[0214] (#%#ij5)Boc-r^y^^DWK 

3 - ^af^T^ JWfc*3MKtt2. 1 55g ( lO.Smmol) SrS^ci d^^20mL{Cl^ 
fl¥U 7fc?^T-ehy3i^T$^1.463inL(10.5minol)^PA, jS&tJlBoc O 

2 

2.299g (10.5mmol) <Di??v*&>i^5nA.*to7LmWVtZ. M.T*90#H«fn,fc 

[0215] 'H-NMR (500MHz, CDCI 3 ) 5 (ppm)=1.45(9H, s, Boc), 

3.45-3.55(4H, m, -NH CH CH Br). 4.93(1H, s, NH) 
[0216] (.mt&M38) TXJ^J—fr-VVxrpz^tWffl&fO&tfi. 

(1) Boc-T^/^V— ;W^n7xt^ 

^^j5-C#b^feBoc-T5^^vya^K2.287g (10.2mmol) ©DMFM 
(J0.2ramo]) ©DMF^jg 6mL£J!jn?L *fi-CH|ftift#Lfc. eOt^-CHBf WSii#L 

fco ^^^r>y*y^9A^D-^h^7-f— (h/V3iV:0^^V=20: 1, 0.5%hy 
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x-T^T^-emmu «nfart^£2.675g 
<6o%) mit„ nm&H-NwuzTmfeut. 

[0217] 'H-NMR (500MHz,CDCI ) 5 (ppm)=1.42(9H, s, Boc), 3.41(2H, d, 

3 

-NHCi^CH z O-), 3.83(2H, s, Ph-CJ^-CO), 
4.21(2H, t, -NHCH^O), 4.72(1H, s, NH), 
6.54-7.47(8H, m, Aromatic H, NH) 
[0218] (2)TKS=#/—A'—i??vr73ft-?tiati& 

_hl5"e#bti/fcBoc-T5y^y— 7Wi^^o7a'^-^2.108g (4.80inmol) Sr^on/ 
^V5raL(^ft?U, *?^TT?4MW^/^3i^/>20mLSr*P^T2.5^P^^^tfc o 

1.775g 

(98%) ^jt^'H-NMRidTI^^Lfco 
[0219] X H-NMR (500MHz,CDCl ) 5 (ppm)=3.l8(2H, t, NH CH CH 0-), 

3 2 2 2 

3.94(2H, s, Ph-£H -CO), 4.37(2H, t, NH CH CH O-), 

2 2 2 2 

6.47-7. 31(8H, m, Aromatic H, NH) 
[0220] (mtil39)7$y3c*/— /U-^n^^#At:T^n^^-hy»>A(DS14. 7% 
)CO^J* 

MS^^g80^<DtT^n>^500mg (1.25mmol/^3M£)&2k57.5niL/^ 
tf-^^7.5inUc$WWS*fcfl^ 2M-HOSu 

0.5mU 1M-WSCI-HC1 0.5mL, ^MmzZ^&bfo1tT%;^*;~^~*St>v7x.1- 
tUmM. I88.6rog (0.5mmol) (D^(7K:^^ J Pf'V=l:l)3mL^)lH^Px:, — S 
#J£#Uto 5%^^7K^hy^A^^7.5mL%An^, 4B#F^#U^ £J$ttC 
50%S¥^215 A tL^^4'^> mt'TW>?*Z.5e*im*-XimVit 0 ^ZJ-)\> 

^— 7Vi^t-2[sli5fc#U MfcX— Rfe^JEffej^LTCe 473. 7mg£>efe^ ^ 
^^?t»JU:$^c»7=^^O^A^ftl4.7%f'*ofc 0 

[0221] (nig^j4o) \?TK;?u^-vtv-7x-'r?mm&(t>&& 
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r4-(2-TXS7ut°M$;W<Z>'mert--7*7-Jl> 338. 4mg (1.94mmol, 

(2.34romol) ^v^eo^^SmLK^U tK^TT'DMAP 59.0rag (0.483mmol) % 
WSCI-HCJ505.3mg 

(2.64mmoD ^^T7o^^^u, mm.kL,wtbso&mmwi,it 0 mm^r/uk 

yj*f V^hy^y-f— (-^f : gffifct^vV = 2 : DttSL, ^iS*t<^£835.5g 
(95%) ^fc„ flfit^H-NMRKTli^Ufc, 
[0222] 'H-NMR (500MHz,CDCl ) 5 (ppm)=1.45(9H, s, Boc), 1.60(2H, 

3 

quant, -NHCH^CT^CH NHBoc), 3.14(2H, q, 

-NHCH CH CH NHBoc), 3.3l(2H, q, -NHCH CH CH NHBoc), 

2 2 2 2 2 2 

3.69(2H, s, Ph-CH^-CO), 4.93(1H, s, NH),6.50-7.60(9H, m, 

Aromatic H, NH) 
[0223] (2)Z?T$syns<^-*??V7*-r?mMm. 

JilBT-#e>^fcBoc-7 P ntV^T5K-^^cr7ait-^825.0mg (l.82mmol) (O^op^ 

^^^lmL(C*^T^4M^^/g^^^20roL^n^T2^|^Jt#Ufc. 

ywj;— rA-fcv&OjlTfct®^ j*^Sr^ffif£^Uf' 0 8S!&fb-£^£r7l4.5mg 

(101%) #fc„ ^tt'H-NMRJw-Cl^l^Ufcio 
[0224] 'H-NMR (500MHz,CDC1 ) 8 (ppm)= 1.90(2H, t, -NHCH CH CH NH ), 

3 2 2 2 2 

2.99(2H, t, -NHCH CH CH NH ), 

2 2 2 2 

3.26(2H, d, -NHCH CH CH NH ), 
— 2 2 a 2 

3.71(2H, s, Ph-CH -CO), 6.40-7.49(8H, m, Aromatic H, NH) 
2 

[0225] {mMm^l)^TX/^^<>-^ti7^i-^m-A^T^n^mi-hV^MDSl8. 1% 

fiS¥^^S80^©tT/Vo^200mg(0.5mmo]/ri^^^7K22.5mL/v : ^ 
*V^2.5mUZ-mM£*ttz&, 2M-HOSu 0.2mL, 1M-WSCI-HC1 
0.2roU nmW40X^hfrt^T%;7us<l/-*J?u7^?mk : & 78.4rag 
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(0.2mmol) <omm (zK : 1:1) lmL&MmaX.. — S«»#Ufco 5%^& 

[0226] (»^|42) ^ffc^ffll %TKS?us v-^-^KT'ny ^^AfcT^n^-g^ 
^A^26.3%)22mgtC^fi:2.19gt^J:5^5mMy>'^^S^^k^^s 

[0227] <g^H^> 
(^ISM43) 

1) 

$tdl;2.QL/'inin) 

PBS, l%Z>KT?l'V^m-}'h})$J*m%i (HA), PBSt^h^o^^^Sr^L^SJmg 
/mL<Dtrh-7u-7^-rh})tAm%i (KPX Rt*, |lj&^2^§£Lfcl%<7}TSy:r 
o/V— ^-^K^n^^AfcT/VG^^hy^roPBS?^ 
(KP-HA) $r^^StUT^V^ 0 

(Crj:SD^ (SPFX 7®6ft) ^x-f;u|#Ttft@^L, 
0W«3a&J£<'<y#>"C*|*Lfc. Blfi5^IS$r7O%T^-/VT-'g0m«L, 29G 
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[0228] 2) ftftttft (BK+PGE 

2 

*$fci:0. 33mm) 

fcJBV^-C fe*^BM5ttrtK»*'»frt?fc5^'9S?*=V (BK) kzfu*??Ts 
Vl/E CPGB) Oft^lWKSrSOML/Mff^S^ia:-*^ fc*3, -O^^^ 

2 2 

BK&tfPGE €-*J*fc£4M&/inL % 2j»g/mU:j^J:$JaM«bfc. 5§0$J 

2 

[0229] 3)ftffgl» 

[0230] (HJ£0!!44) 

i5fc§;2.0L/rain) 

(Crj:SD^ (SPP), 6&|ft) **-y/H»»TT?«ttH*U, £«M 
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[0231] 2)ti8ms'g<D&%- 

#*PBS£*&&£i"5, l%KT>\sn^fcrY))VJ>&m (HA) :fc«};tf!£G&M42T'j!E 

(KP-HA) ^SfcWtLTfl^Uho l%mSfe0^^-^24^(C, ?3**5E 

yy^^K^WLP^mmT. mm®m : &™%T/uzi-;ux*mBffi&u 29g^w 

tc(n=5) 0 
[0232] 3)PHi5^^ 

l:«*©J*fT 

[0233] *fc % fflmM&i*£ Cfc^JK) »Q&^»5W3KrBgKWSa«ftia <«T) hyJVtfc 
Bl2J:«3HAi»*», KP-HA«:^*|^^=T«:^* KP-HA& 
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[0234] (^J45) l>f-^M@J{r*5^5NSAIDs^AtT^n^£^#^W^f5f 

?$m (KP-HA) „ 1.42mg«0^^n^>^i m L(DPBSi^^U^h7 P n^^^^ 
(KP) R.XflAlmg<D'r}>ya-7x.>'&i m l,v>i% 

ium0i^Mvtth7uz7*>>tHA<Dm S '&m& (kp+ha) ^mkmw.tvxm^ * 

fro 

[0235] fe&IMfeglCOV "»T!^^5r5E-fo^ V \ ^^>^*Jfe»T<lmL/head, i.v.) 
JW-fH^SWrO. 5mm) ^M\>tdT/V^rlm 

[0236] 2)TO*+©5a«^P«tW^fflKPft©a^^ife 

^^^^fl^^25Ga^^V^^3a^^2raLaAL-X^^F»3«r2ife^ 
U w©Sfcit>«t>II|i|JlUfc. w^^{i2lUff ofco (HURUfe^^Sr-g-^^BIfilS 

M*£(4 ml vol.) (CLIN HC1 (0.2ml) *^DitTaO*aWft«rflW»Ufc«, i&*£tf3]# 

^HPLC^VVC, jffliKPfiSrajfeUfc. (BSflHR4>0&lll£(KP&) 
[0237] vt\ J:«Ottfflt»f^|CT»e>tLtoWB KIN NaOHltf n*-C3£MtetU £ 

Wfa^XT-Zh^bVJltemtLs HPLCfcJBv^T, HA-KPft(&fr3KP&)ftg(|£l 

[0238] zmtmm0m(tm+*>Kpm0mi&m 
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SUho ?t«ttf =^®^v^i % ^^ICA^ lOmMmmi-hVVJ* 

mm 

(pH7.5) V2ms/jdMBZKM&Ut-7 , *TT'-- «C(Lot NO.102K8633, SIGMAgg) 

xm^vit 0 

[0239] #€>4xfcfflffldBHCl/4fi0D4N NaOH&^x., MTlBMBfflHtUfc. 

HcteMx.xm&u mkm&wmut®., mmtmimomk^f-^m^x 
mizT±h-hVfri%m&mui,xT±h~by^m&k^ hplc*jbv>-c mmxprn 
[0240] mmmmmim+vmmKpm;) 

[0241] [^1] 
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[0242] tt«4Mtib-CKP(*L^W) fe*V MiKP+HA fcJS-S-Ufc^KWU 6*IHK 
KP- HA ft«#U&»£»l£tt, 4 0 fft»ct>BBim& t*»Ktt*#iacP(D 



64 



[0243] (^J£^J46) 7y M%ffiBMMfcBJ^^Ate^3i»A* (DS) ©H*ST§/^ 

•7-hy7A (DS18.2%) OPBS?gf& 

■T-hy^A (DS9.7%) 09PBS»tt 

"W^A (DS4.3%) £>PBS*g?£ 
Gv) PBS 

[0244] -bE««44tra«»c % mfwmzy-y^h'TXttTikvtcmm^Tmzm 

T±mmffim\Z£oXfF$tb % DSl8%, DS10%#U*DS4%;3S s ^^^0518.2%, 
DS9.7%^t>'DS4.3%(^i^i-5c B5»C*5Vvt\ *»iffi5K*O.Ol<p<0.05 
-CPBSK^UT*»J»d«*>»9 % * * M^R*p<0.01-CPBS^LT*«fiS*y!>5t 

^^^-C$>5DS18.2% % DS9.7%^tjtDS4.3%©^n7^-7-^^At 
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T/^ti^-rhv^-mmmt^-tinh. mm^^u^ n *-ei>Dsi8.2%&u? 
[0245] (##M6) ross^^^-fs^r^t^i-^^n^^^^-hy ^<^g n 

[0246] ymmmi 

[0247] _hiB*jfeM46t^(c x mrvtm^y'^^TX'^TitLft^.m^Tm^m 

Diclofenac 

Na(p.o.) 50mgAgJ{*Ji|B(0(ig^a^) fc» TDiclofenac Na(p.o.) lmgAgJ WLhCflJ) 
Diclofenac-HAJ, rpBSj tUTv tEfljlLfco 

[0248] m&zv, i?**7=.*r?i-hy$j*v>mmsm (somgAg) p &-^*sv >-m, 

[0249] iS^{g^^#^T?fe5<S^ &S£ (imgAg) P g^tt, PBS<£> 08®ii£A#£ 
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[02503 (#%^J7)^Kl%m^^^^^ir^5^a7^;J'^ > tr^u^ 

[0251] mkmn-. 

0) 0.1%^C37^^^ 

00 O.^^n^^^/iyotT/Vn^^TO 
Oii) PBS 

[0252] ii|2^3S^j46tR«|(C % #ff^^^7-l'>'KTt?^^r'rkU^0^^T*^ffi 

s^ra, ^^m^r±mm{^m^^x^n. o.i%Diciofenc 

Nafi_blB(00.1%^n^^^^{C x ro.l%Diclo+HAj H^SEOOO.ltti^JW*-*- 

er^^^fc^o^^^^At^/l-a^^^ (DS18.2%) <Dj&£&$>fr&T 
, rDic-HA(^^«c)j^UTfa^Ufc 0 
ISAM, ^n^^-^^JR^^n^^^^ttr^nVj^t^ja^f*, 

[0253] (H^47) 75- M%^^?l;&^^5r/M;:Mi~57Sy:7 P o/<V— ;V-^n7 

[0254] mkm%-. 

0) HJfe^J37T?^e>iX^:l yoTt^a/NV-zV-^P^x^-^^AtT^D ( 
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65kDa) -^hy^A^PBS^^ 
(iv) PBS 

[0255] ±.&mmw44mmz. mf^m^^^TX'^r^t^m^Tm^m 

Wtm^T^X^X^Z^ r65kDaJtt±IE(Ol%T5>'7 0 ^V-/l'- 
^07^^^AfcT^n^(65kDa)^hy^^^>PBS^{-s r$?7"5Kj |2_tfB(ii) 
1 %^r5y7 F »^~ ^C7it ^^AtT/WoV^^ Ml ?J*<DPB$mmiZ. TC2J 
«J:l2(iii)l%T5y^y— ^-^o^^^^AfcT/VQV^-hiJ^A^PBS^ 
E8^*3V^,D«^^O.05<p<0.Jt?PBS^UT^|g 
*«^^0.01<p<0.05-ePBS^UT^H^fc«3 % **i^^p< 

[0256] ttflU:!^ 9— W^ftbjST^rcvV— ^J;9— O^V^Sy^/-/^ 

■%ti>o1ii 0 -£fc s ^■?S65kDa©tT^a^?rfflV^^c , 7 a i'7-^^Atr;vo>' 

[0257] mmm4B)cox-2\z.titr^^y^^m^M, texwwr^i-m 

AtT^o^iiWffl (in vitro) 

Chemiluminescent COX Inhibitor Screening Assay kit (Cayman) (^SSfe^>COX-2 
K£5PeroxidaseSte£;f»&™ 
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[0258] ®mmm.: 

* Azk$g#? (Dic-C3-HA) (200 ^ g/ral HAS ^ , 80 n M Diclofenac^ ^ ) 

Gi) lli£#d39£pgJ8l<P^Ti§kHfc7 XS=*J—»' -&9*7z K mtntT»> 

o^^-hV!>i^^(Dic-C2-HAs DS18.5%) (200*tg/ml 

HA^^,80mM Diclofenac^) 

(iv) 200 m g/ml hT»'V^m'}-hV? (HA) TK^fiS 
[0259] J:1B«4H*M0jH(j& *3«J:t^©7K-eiO^ 100^ lOOOte^Lfc&Sfcfe 
K£fN£SIU> COX Inhibitor Screening Assay kit 

*^telU9(a).Rtfl39(b)J:^H% ®9(a) f£*3lvt\ TDiclofenac 

Naj \^±^^y^^w^mm^ roic-C3-HAj tt±mT$.;yvs<;~- 

jU-i??vZ7^?&J<KT/l'V^1'W^7mm^ rDic-C2-HAj \±±mTKS 
/U-^n7^^^AtT/UnV^hy»?A7K^I-*f/S-rSe 139(b) iz. 
*5V ^T, THAj f*_Lfa200 fi g/mlfcT^o ^mi~hV ^^m^i^Mf^-t^ 

mm&wm>w&®K&mm+mxmmx 100 

[0260] i??v7=1-?i~YV9AWtt&mtt>1^X-m*^ttU£*&^ 
V NT, *@ ^^^^t2^^^^tPv ? ^«=7^^^AtT/UCx>®^^t^( 
Dic-C3-HA&T*Dic-C2-HA) H:COX-2lM?&te£:^£&5&*ofc:o HA^J^s 
COX-2|M^ra^<*fta>o;fc 0 in 

vivoT*^^P7*^^^AtT/Va>^^^^^fi, v?^n7^^^^AtT;v 

in vivo(HJg^46, 47)-C(^^o7^i5'^At:r/vo>^#^^^^ > 
n^^l^ft^fc&ftTV^SfcCD-O^bT, HA#, •^^fla—^fP^I-a: 
9, <t5#<<^S©^o7^^^^^^(^©COX-2*TM^«>-efcSClt^ 
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[0261] (^J£0tj49) yvhT^^^hmm^ (AIA) ^vvWc^s^n^^WAtT/V 
Mycobacterium butvricum (Lot No.2115687, Difco) Bnig/roL^^-'-h^U'— ^"^121 

^ 204m#muz&. 29G^^*y>'iBff##^y>^(7 i ^)^v>T50/x 

[0262] 2)wmoW<niSiS* 

DS1856) ^"hy^A^PBS^ (Diclofenac-HA) 
(ii) PBS 

i?^^hmfW.&, 8*4*1, 2, 3iH^^U^:(fh4lsJ)(n=14) e 
[0263] 4)Wm 

Tt^^HgMfu, i£^3, 5s 7, 10, 12, 14, 21, 28 0 KfHiflL 

♦^^^(^^h-^^^te^gi^M^tiirascTK-ioicMP,^)^.^ 

[0264] 5) 

0(b) |§|10K::fcV^, rDic)ofenac-HaJJiJi|E(i)l%T§y7 p ny?y— /w-- ^ 

^n^^^AtT/Vnv^ (DS18%) -W^^PBS^fc, rnormalj {SZv^^ 
hSU^^#?M^-^»^i-o BU(MC*5VvT\ D{*^^0.05<p<0.1"C i PBS{w 
2tL-T#;&^;&Sfc9, *«r/g^0.01<p<0.05-CPBS{wS*UT^^Sfe!?, * * 
l*felfc%>< O.OlT'PBS^LT^S^fesr^^i-. 
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[0265] wmm%)= gh& b ©jE§s-7^/^^i©jEHi) 

/TS*^"?VH£&!&#©X 100 
[0266] T^a^NBigfcS 0 *^^JS(R)T#M^m«)6)^a6, Diclofenac-HAttiS: 
jg&3. 5, 21 0 TPBS^iJtigfcLTi&f^tt^^ 7 S 26, 280 X^MXtt^ 

[0267] #&-5-J£(L)tti&jg&14 0 ^^^^^JSTO-^iJl^^^^fc^^ - ^ jjt^ 
Diclofenac-HAtt^^H, 26 0 T*ttH£«J*ttte#IlttlUfc. 21. 280 TO 

h^]j^^m^(o^^tvx-mm\zm^^tim.±mf^mx^§tmm 

[0268] ^W^JttK^WX&O^SBW^RRU-CttWU*:**, ^^<£>*t#i$SS 
2004^1^ 7 0 fflK4> B*:ttBfttiff (#^2004-2478) fcLifc-3<fc©-C 

[0269] &i¥ftX^£fa?zw&*^1-Zx^~1)--*frVtT/i'ats&: 

^NSAIDs^^^-^^T^LTV ^NSAIDs^ AtT^o^^^L^, fftfflz. 



[3] mkmc&m#. ^^^m^vx^m^mix^zmm^r^^m 
[4] ft.&mik'&mK w?Mk* tx&j^ *7*.-t-j±m. ^7xtAt, ^jvv^ 

n^y^n^^ T?K^o7x^ fM/n7xy > tfn^i-o&A, 7V=^-> 

7^^, 7n7^7x^, ^;y*s>RxFrt#))Yti>bttm*bm&M<\&®<D& 

[8] tfH&mk&mK tT^a^^>9Mb2^¥iit^fcil35~50^%#A^tt-C 
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Y-CO-NH-R 1 - (0-R 2 )n (l) 

y— co— tetT^z>>m<DM&-mm$Lm& : &*u r 2 «z- co - -?fjk$ti% 

-HN-R'-CO-^ftnffi^hKc^/V^-^i-SH N-R'-(0 

2 

H)n X'tj<£WS>x<<—' ^--ffc^O*^— ^-SS^L, R'lig^Sr^LTV > 
Tt^V^m^2~12(^ti:^fe5VN«^lD^^5^biC^^^U, -CO-N 

fe^i-ST? yg£ ©7 5K^-a-$rS<U> - O - CO - f**^-* < fk^^^l- 
^^n^K^^^b^*5, TfB5£ (2) -C^SHS-fb-g-^-CfoSff^^Sfa® 

Dfks] 




(2) 
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[12] jziB^d) ttttZR 1 ^ g^s^brvN-ob«tv^^^s, hv^^mx 

©aMEAtFF* 5.0kg/cm^^ra/ET-C*#a^7^^--(7L^(^7'f-^X) 0.45 m m 
, E^25mm)^l^^{'2mL^_hjli§-5r|g-efo5Cli:^^-t-S, »J#Sl~13G> 

[i5] ±m^r^i^mm^i-om^%^7k^m^m^xn^ti^>mmiK 24X: 

<DMM2kfcT. 5.0kg/cm z ^pHT-e#-a^^^--(?L^(zKTi?--rX) 0.22^ m 
, ii:^25niin)^l^P^{'2mLJ^il^-prtg'efcS-t^^i-S, |g5jt^l~13^ 

[is] m^*ttfc»*«i7W©tr/vtt>ai»*flc»*fc 

[21] tm p M^i9Xft20ta^«)^j o 
[22] mm& j *m<D&.?.mx'hz>, m^^iiattoa^j. 
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[23] mffi& J *m<»&.*m-?bz>. m &mi?Lm2mm<DmM* 

[30] i^rt-e^$tLp5§1i{2§rWi-5^— ih— 1^*^-1^— l#^fc:2tU2 
[31] K0jlM, Wf-^m, Tx&Jis. *y=1~J>M, h/K7^A&, 7/U7x 
^ t/o^ty, yyj-f^y^y, y=.;7uy±!s y ^7^71^, tf-^r/u 

>?>\ a^y^op'aiV, T^rf^y^^ *f)\>\r?vi-7*.l/ s t°u^>;*7A, 

y^ 7B^7x,y, ?-sv&>3WTfi*y w^#5«^fe»tm5fc**©» 

[32] ^7-sUfe&-£Tz\±Txb*&&T'hZ>. fjf 3fc*g28~3 lOV vf frdHC 
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[33] Tm&(3)-?7Ft!tLzm&m32fe l mcommfto 

H N-R-CO-RV (3) 

2 

■^X^mm.^X^^t^O, H N-R l -(0-)xi&n®<OKFu**/jl, 

2 

*mm*7FU - o -co - tex^~v-<t&mm-r%7k8tmbft*Tu'rb'&&i 
[343 ^T^ti^mk^-^—^^mt^t^mft^^ &v<tz. 

[35] ^T^u^mb^-^—^^mt^mb<Dmj^±m,m. mv< 

mm^TM^^b^^b^^m^m3^t^<Dhr^u^^m^(o^m 

$5fc<> 
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